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STEROID RECE PTOR MODUT ATOR 
COMPOUNDS AND METHOf^ 

Related Patent Appllcatioiw 
This aiq>]ication is a C6ntinuation-In-Pait of United States Patent Application Serial 
No. 08/363,529, filed December 22. 1994, the entire disclosure of which is herein 
incoiporated by reference. 

Field of the Invcntioii 

This invention relates to non-steroidal compounds that are modulators 0.e. agonists 
and antagonists) of steroid receptors (e.g., progesterone receptor, androgen receptor, 
estrogen receptor, glucocorticoid receptor and mineralocorticoid receptor), and to methods 
for the making and use of such compounds. 

Background of th^ Tnv^p^inn 

Intr^ellular recq»tors (IRs) form a class of structurally-related genetic regulators 
scientists have named "ligand dependent transcription factors." R^. Evans, 240 Science, 
889 (1988). Steroid receptors are a recognized subset of the IRs. including tiie progesterone 
receptor (PR), androgen receptor (AR), estrogen receptee (ER), glucocorticoid receptor 
(GR) and mineralocorticoid receptor (MR). Regulation of a gene by such factors requires 
both tile m itself and a corresponding ligand which has die ability to selectively bind to die 
IR in a way that affects gene transcription. 

Ligands to die IRs can include low molecular weight native molecules, such as die 
hormones progesterone, estrogen and testosterone, as well as synthetic derivative 
compounds such as medroxyprogesterone acetate, diediylstilbesterol and 19-nortestosterone. 
These ligands, when present in the fluid surrounding a cell, pass through the outer cell 
membrane by passive diffusion and bind to specific IR proteins to create a ligand/receptor 
complex. This complex tficn translocates to tiic cclPs nucleus, where it binds to a specific 
gene or genes present in die cell's DNA. Once bound to DNA, die complex modulates die 
production of the protein encoded by diat gene. In this regard, a compound which binds an 
IR and mimics the effect of the native ligand is referred to as an "agonist", while a 
compound that inhibits the effect of the native ligand is called an ''antagonist.** 
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Ligands to the steroid leceptors are known to play an important role in health of both 
women and men. For example, the native female ligand, progesterone, as well as synthetic 
analogues, such as norgestrel (IS-homonorethisterone) and norethisterone (17a-ethinyl-19- 
noitestosterone), are used in birth control formulations, typically in combination with the 
S female hormone estrogen or synthetic estrogen analogues, as effective modulators of both 
PR and ER. On the other hand, antagonists to PR are potentially useful in treating chronic 
disorders, such as certain hormone dependent cancers of the breast, ovaries, and uterus, and 
in treating non-malignant conditions such as uterine fibroids and endometriosis, a leading 
cause of infertility in women. Similarly, AR antagonists, such as cyproterone acetate and 

1 0 flutamide have proved useful in the treatment of hyperplasia and cancer of the prostate. 

The effectiveness of known modulators of steroid receptors is often tempered by 
their undesired side>effect profile, particularly during long-term administration. For 
example, the effectiveness of progesterone and estrogen agonists, such as norgestrel and 
diethylstilbesterol respectively, as female birth control agents must be weighed against the 

1 5 increased risk of breast cancer and heart disease to women taking such agents. Similarly, 
the progesterone antagonist, mifepristone (RU486), if administered for chronic indications, 
such as uterine fibroids, endometriosis and certain hormone-dependent cancers, could lead 
to homeostatic imbalances in a patient due to its inherent cross-reactivity as a GR 
antagonist. Accordingly, identification of compounds which have good specificity for one 

20 or more steroid receptors, but which have reduced or no cross-reactivity for other steroid or 
intracellular receptors, would be of significant value in the treatment of male and female 
hormone responsive diseases. 

A group of quinoline analogs having an adjacent polynucleic ring system of the 
indene or fluorene series or an adjacent polynucleic heterocyclic ring system with 

25 substituents having a nonionic character have been described as photoconductive reducing 
agents, stabilizers, laser dyes and antioxidants. Sec e.g., U.S. Patent Nos. 3J98,03 1 ; 
3,830,647; 3,832,171; 3,928,686; 3.979,394; 4,943,502 and 5,147,844 as well as Soviet 
Patent No. 555,1 19; RX. Atkins and D.E. Bliss, ''Substituted Coumarins and 
Azacoumarins: Synthesis and Fluorescent Properties", 43 7. Org. Chem.^ 1975 (1978), E.R. 

30 Bissell et al., ''Synthesis and Chemistry of 7*AminQ-4^trifiuoromethyl)coumarin and Its 
Amino Acid and Peptide Derivatives**, 45 7. Org, Chenu, 2283 (1980) and G.N- Gromova 
. and ICE. Piotrovskii, "Relative Volatility of Stabilizers for Polymer Materials,** 43 Khim. 
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Prom-sL^ 97 (Moscow, 1967). However, no biological activity of any kind has been 
ascribed to these compounds. 
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Summary of the Invention 

The present invention is directed to compounds, phsumaceutical compositions, and 
methods for OKxiulating processes mediated by steroid receptors. More particularly, the 
invention relates to non-steroidal compounds and compositions which are high affinity, high 
S specificity agonists, partial agonists and antagonists for the PR, AR, ER, GR and MR 

steroid receptors, as well as to compounds with combined activity on one or more of these 
receptors. Also provided are methods of making such compounds and pharmaceutical 
compositions, as well as critical intermediates used in their synthesis. 

These and various other advantages and features of novelty which characterize the 
10 invention are pointed out with particularity in the claims annexed hereto and forming a part 
hereof. However, for a better understanding of the invention, its advantages, and objects 
obtained by its use, reference should be had to the accompanying drawings and descriptive 
matter, in which there is illustrated and described preferred embodiments of the invention. 
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Definitions and Nomenclature 



As used herein, the following terms are defined with the following meanings, unless 
explicitly stated otherwise. Furthennore, in an effort to maintain consistency in the naming 
of compounds of similar structure but differing substituents, the compounds described 
5 herein are named according to the following general guidelines. The numbering system for 
the location of substituents on such compounds is also provided. 

The term alkyl, alkenyl, alkynyl and allyl includes straight-chain, branched-chain, 
cyclic, saturated and/or unsaturated structures, and combinations thereof. 



10 including poly aromatic rings. 

The term heteroaryl refers to an optionally substituted five-membered heterocyclic 
ring containing one or more heteroatoms selected from the group consisting of carbon, 
oxygen, nitrogen and sulfur, including polycyclic rings, or a six-membered heterocyclic ring 
containing one or more heteroatoms selected from the group consisting of cartx>n and 
1 5 nitrogen, including polycyclic rings. 

A quinollne is defined by the following structure, and may be recognized as a 
benzannulated pyridine. Compounds of structures 4, 5, 13, 79, 83 and 86 herein are named 
as quinolines. 



An iiideno[l,2-^]quinollne is defined by the following structure. Compounds of 
structures 16 (X=C) and 20 herein are named as indeno[l,2-g]quinolines. 



The term aryl refers to an optionally substituted six-membered aromatic ring. 
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An iiideno[2»ltfl4uinoliiie is deflned by the following structure. Compounds of 
stnicnire 17 (X=C) herein are named as indeno[l,2-/)quino]ines. 




A beiizo[b]furano[3,2-;]quinoline is defined by the following structure. 
Compounds of structure 16 (X=0) herein are named as benzo[b]furano[3^-^]quinolines. 



5 


4 








3 
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2 


11 


1 





A benzo[b]furaiio[2^-y]quinoUne is defined by the following structure. 
Compounds of structure 17 (XsO) herein are named as benzoP>]furano[23'-y]quino]ines. 




11 1 

15 An iiidolo[3,2**p]quinoline is defined by the following structure. Compounds of 

structure 16 (X=N) herein are named as indolo[3,2-^]quinolines. 



1 
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An iiidolo[2»3-/]quiiiollne is defined by the following structure. Compounds of 
structures 17 (X=N) and 29 herein are named as indolo[23-y]quinolines. 




A GOumarino[3,4-/IquinoIine is defined by the following structure. Compound 159 
and compounds of structures 41 and 88 herein are named as coumarino[3,4-yjquinolines. 




A 5ff-chromeno[3,4-y]quino]ine is defined by the following structure. Compounds 
of structures 34. 35, 42, 45 to 54, 93, 95, 97 to 99, lA, 4A, 7A to llA. 17A to 19A and 
25A to 27A herein are named as coumarino[3,4*/|quinolines. 
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8 



An 8-pyninono[5,6-^]qiiliioline is defined by the following stnicture. Compounds 
of stnictures 57 (Y=OX «0 (Y=OX « (Y=0). 69 (Y=0). 73 (Y==0). 28A (Y=0), 33A, 34A, 
37A 0C==O). 38A (X=0). 40A (X=0). 41 A (X=0). 45A, 65A (X=0) and 67A (X=0) herein 
are named as 8-pyranono[5,6-^]quinolines. 



6 




O 
9 



10 



A lQ-isocoumarinD[4^^]qulnoline is defmed by the following structure. 
Compounds of structures 57 (R2=R3=ben20, Y=0), 60 (R2=R3=ben20, Y=0), and 63 
(R^R^s^benzo, Y^O) herein are named as 10-isocoumarino[4,3-^]quino]ines. 




A 10-isoquinolino[4^^]qiiinoline is defined by the following stnicture. 
Compounds of structures 57 (R^R^^nzo* Y=NH), 60 (R2r:R3=benzo. Y=NH), and 63 
(R2sR3s5eii2o, Y=NH) herein are named as 10-isoquinolino[43'g]quinolines. 



15 




An 8-pyridoiio[5,6-^]quliiolliie is defined by the following structure. Compounds 
of structtires 57 ( Y=N), 60 (Y=N), 63 (Y=N), 69 (Y=N), 73 (Y=N), 28A (Y=N). 37A 
(X=N), 38A CX=N), 40A (X«N), 41A (X=N), 47A, 53A, 62A, 63A, 65A (X=N), 67A 
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(X-N). 70A, 72A, 74A, 79A, 80A, 81A and 84A herein are named as 8-pyridono[5.6- 
gjqutnolines. 

6 5 4 
7 ^^^3 




10 1 



2 



5 A 100 •isochronieno[4,3>g)quinoline is defined by the following strucnire. Compounds of 
stniciures 61 (R2=R3=benzo. Y=0) and 62 (R2=R3=benzo. Y=0) herein are named as lOH- 
isochromeno[4,3-;]quinolines. 



10 
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An 8ir-pyrano[3^^]qaiiioUne is defined by the following structure. Compounds 
10 of stnicnircs 61 (Y=0) and 62 (Y=0) herein are named as 8//-pyranoI3;2-^]qulnolines. 
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A 10-thiol5oquinollno[43*^]quinoline is defined by the following structure. 
Compounds of structures 58 (R2=R3=benzo, Y=NH) and 76 (R2=R3=bcnzo, Y=NH) herein 
15 are named as ]0-thioisoquinolino[43-^]quinoiines. 



7 
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A 9-pyrido[3^-^]qiiinoliiie is defined by the following stnicture. Compounds of 
structures 71 (Y=N) and 75 (Y=N) herein arc named as 9-pyrido[3,2-^]quinoline5. 



An 8-thiopyraiM»io[5,6-^]quiiM>line is defmed by the following structure. 
Compounds of structures 58 (Y^O), 76 (Y=0) and 29A (Y=0) herein are named as 8- 
thiopyranono[5»6-^]quinolines. 



6 5 








* 10 




1 
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1 



10 An 6-pyridono[5,6^]qttuioliiie is defined by the following structure. Compounds 

of structures 70 (Y=N) and 74 (YsN) herein are named as 6-pyridono[5.6-;]quinolines. 

O 

L6 















10 


1 



8 

9 H 

A 9-thiopyran-8H>no[5,6>f ]qulnollDe is defined by the following structure. 
15 Compounds of structure 57 (Y=S). 28A (Y=S). 37A (X=S), 38A (X=S). 40A (X=S), 41A 
(XsS), 65A (X=S) and 67A (X^S) herein are named as 9-thiopyran-8-ono[S.6-g]quinolines. 



6 5 




9 10 1 



An 7-pyridoiio[5,6^indoliiie is defined by the following structure. Compounds of 
20 stnictures 49A. 50A. 57A, and 83A are named as 7-pyridono[S.6-/)indolines. 
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An SH-isochromeno[3,4':n<|uiiioiine is defined by the following structure. 
5 Compounds of structures 22A, 23A and 24A are named as SH-isochronieno[3,4- 
y]quinoHnes. 




1 
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Detailed Descripiimiof 
Embodiments of the Invention 

Compounds of the present invention are defined as those having the fonnulae: 




b6 HR* 



10 



15 



20 



OR 




,14 W 



OR 




(D 



(ID 



cm 



(IV) 



W09«/1945S PCTAJS95/16096 

13 




wo 96/19458 PCrA]S9S/16096 



5 




(X) 



(XI) 

OR 



10 



15 




(xn) 



(xm) 



(XIV) 

OR 
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OR 



(XV) 



10 



15 



«13 





Yr^ 


R3lf° 


R"I 
R* 


R« H 


Xr" 

R» 



OR 



R"" R'V^ea 




OR 



23 R^" R^V'r3 



(XVI) 



(xvn) 



(xvm) 



wherein: 

is a heteroaryl optionally substituted with a C| - Q alkyl, F, Q, Br. NO2. CO2H. 
C02R^, CHO. CN, CF3, CH2OH or COCH3, where R^ is hydrogen^ a Ci - Q alkyl or 
perfluoroalkyU aryl» heteroaryl or optionally sutistituted allyl, arylmethyl, alkynyl or alkenyl, 
20 and where said R^ heteroaryl is attached to compounds of formulas I and X through a 
caft>on or nitrogen atom; 
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3 

R IS hydrogen, a C] - C4 alkyl or perfluoroalkyl. hydroxymethyU ary], heteroaryi or 
optionally substituted allyl, arylmethyl, alkynyl or alkenyl; 

r"* through R^ each independently are hydrogen, F» CU Br. I, NO2, CO2H, COzR'^, 
COR^, CN, CF3. CH2OH, a C1-C4 alkyl or perfluoroalkyl. OR^ Sr\ S(0)R^ S02R^ 

5 SO3H, S(NR^^)R^ S(0)(NR^R^)R^. NrV. aryl, heteroaryi or optionally substituted 

2 7 
allyU aiylmethyU alkynyl or alkenyl, where R has the definition given above, R is 

hydrogen, a C) - C4 alky] or perfluoroalkyl, aryl, heteroaryi, optionally substituted allyl or 
8 8 8 

arylmethyl, OR or NHR , where R is hydrogen, a C] - €5 alkyl or perfluoroalkyl, aryl, 

2 2 

heteroaryi, optionally substituted allyl or arylmethyl. SO2R or S(0)R ; 
9 10 

10 R and R each independently are hydrogen, a C] - alkyl or perfluoroalkyl, aryl, 

9 10 

heteroaryi or optionally substituted allyl, arylmethyl, alkynyl or alkenyl, or R and R taken 

together can form a three- to seven-membered ring optionally substituted with hydrogen, F, 

2 2 7 2 7 

OR , or NR R , where R and R have the definitions given above; 

R^ * dirough R^^ each independently are hydrogen, F, CI. Br, I. NO2, CO2H, C02R^ 

15 COR^, CN, CF3, CH2OH, a C1-C4 alkyl or perfluoroalkyl, OR^ SR^ S(0)R^, S02R^ 

SO3H, S{NR V)R^, S(0)(NR V)R^, NR V, aryl, heteroaryi or optionally substituted 

2 7 8 

allyl. arylmethyl, alkynyl or alkenyl, where R .R andR have the definitions given above; 

W is O. NH. NR^, CH2, CHOH. C=0. OOO. 0=C0, NR^C=0. NHC=0. 
0=CNR^, 0=CNH, SC=0. 0=CS. or CHOCOR^, where R^ has the definition given above, 

20 except that when W is NH, CH2 or O in the compounds of formula III, then R^ ' through 

14 4 3 9 10 

R and R cannot all be hydrogen when R . R and R are all CH3, nor can they be a 

single F. CI or Br substituent with the remaining substituents all being hydrogen when R^, 
9 10 

R andR are all CH3, and further except that when W is O or NH in the cmipounds of 
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fonnula IV. then thvough and r" through r'^ cannot all be hydrogen when R^ r' 
andR^^aceallCHs; 

7 7 

X is CH2, 0. S or NR . where R has the definUion given above; 
r'^ is hydrogen. OH, Or", Sr", NrV, optionally substituted allyl. arylmethyi. 
5 alkyny], alkenyU aiyU heteroaiyl or Cj - Cio alkyl, where R*^ is a Cj - C|o alkyi or 

perfhioroalkyl, or is an optionally substituted allyl, aiylmethyl, aiyl or heteroaiyl. and where 
R and R have the definitions given above; 
18 19 

R and R each independently are hydrogen, a C] - Q alkyl or perfluoroalkyl. 

aryl. heteroaiyl or optionally substituted allyl, arylmethyl. alkynyl or alkenyl. or R^* and 
19 

10 R taken together can form a three- to seven-membered ring optionally substituted with 

hydrogen, F, OR^ or NR V, where R^ R^ and R^ have the definitions given above; 
20 . 

R is a C] - C5 alkyl or an optionally substituted allyl. aiylmethyl. alkenyl. aiyl or 
heteroaiyl; 

21 

R is hydrogen, a C] - C4 alkyl or optionally substituted allyl. aiylmethyl. aryl or 
15 heteroaiyl; 

22 

R is hydrogen, a Ci - C4 alkyl. F. CI. Br. I, OR^ NR V or SR^ where R^ and R^ 
have the definitions given above; 

r" is hydrogen. CI. Br, OR*. NR V. a Cj - C4 alicyl or pcihaloalkyl, or is an 

opUonally substituted allyl. aiylmethyl, alkynyl. alkenyl, aiyl ot hetcroaryl, where R^. r' 

20 andR have the definitions given above; 
24 

R is hydrogen. F, Br, CI. a C] • C4 alkyl or peifaaioallqrl. aiyl. heteroaiyl. CF3. 

CF20R^. CH20R^. or OR^, where r" is a Ci - C4 alkyl. except that R*"* cannot be 

CH3 when Z is O. R^. R^, R^ and R^** are all hydrogen and R^ r" and R^' all are CH3; 

R^ is hydrogen, a Cj - C4 alkyl. F. CI. Br. I. OR^ NR V or SR^ where R^ and r'' 
25 have the definitions given above; 
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27 2S 

R and R each independently are hydrogen, a Ci - C4 alkyl or perfluoroalkyU 

heteroaryl, optionally substituted allyl, arylmethyK alkynyl or alkenyl, or an aiy] optionally 

2 2w^7 27 28 

substituted with hydrogen, F, CU Br, OR orNR*^ ,orR andR taken together can 

2 

form a diree- to seven-membered ring optionally substituted with hydrogen, F, Q, Br, OR 



5 or NR V. where R^ and R^ have the definitions given above; 



R^^ is hydrogen, a C] - €5 an optionally substituted allyl, aiylmethyl, aiyl or 

heteroaryl; 

30 31 

R and R each independently are hydrogen, a C] - C5 alkyl or an optionally 

30 31 

substituted allyl, aiylmethyl, aiyl or heteroaryl, or R and R taken together can fonn a 

2 2 7 

10 three- to scven-fnembered ring optionally substituted with hydrogen, F, CI, OR or NR R , 

2 7 

where R andR have the definitions given above; 

32 33 

R and R each independently are hydrogen, a C] - C4 alkyl or an aryl optionally 
substituted with hydrc>gen, F, Q, Br, OR^ or NR^^, or R^^ and R^^ taken together can 

2 

form a three- to seven-membered ring optionally substituted with hydrogen* F, CI, Br, OR 

15 or NR^^, where R^ and R^ have the definitions given above; 

n isOor I; 
YisOorS; 

2 2 2 

Z is O, S, NH, NR or NCOR , where R has the same definition given above; 

the wavy line in the compounds of fomuilas VII, XII, Xm and XVI represent an 
20 olefin bond in either die cis or trans configuration; and 

the dotted lines in the structures d^ict optional double bonds, except that when 

there is a C3 - C4 double bond in the nitrogen bearing ring of compounds of formula II, then 
R^ * through R^^ cannot all be hydrogen and R^, R^ and R^^ cannot all be methyl, and 
further except when R^ is an aiyl. R^, R^ and R^^ are all hydrogen, R^ is CH3 and Z is 
25 NR^ then R^ cannot be a Ci - C4 alkyl. 
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Pkvferably, the compounds of fonnulae I, n, m, IV, X and XI comprise PR 
antagonists, the compounds of fonnulae V and VI comprise PR modulators (Le. both PR 
agonists and antagonists), the conqxNinds of fmnulae Vn, vm, xn, XIH, XIV, XV and 
XVI comprise PR agonists, and the compounds of fonnulae K, XVII and XVm comprise 
5 AR modulators (i.e., both AR agonists and antagonists). More preferably, the compounds of 
formulae K and XVII comprise AR antagonists. 

The present invention also provides a pharmaceutical composition comprising an 
effective amount of steroid receptor modulating compounds of the fonnulae: 




wherein: 

r1 through R^ each independently are hydrogen, a Ci - C6 alkyi, optionally 
substituted allyl, aiylmethyl, alkynyl, alkenyl, aiyl, or heteioaryi; 
15 r4 is hydrogen, a C] - C6 alkyI, or r5c=0, 0R6 or NR^R^. where r5 is hydrogen, 

a C] - C6 alkyl, optionally substimted allyl, aiylmethyl, alkynyl, alkenyl, aiyl, or heteroaryl, 
and wherein R^ and R^ each independently are hydrogen, a Ci - C6 alkyl, optionally 
substituted allyl, aiylmethyl, aryl, or heteroaryl; 

r9 through R^^ each independently are hydrogen, a Ci - C6 alkyl, optionally 
20 substituted allyl, aiylmethyl, alkynyl, alkenyl, aiyl, or heteroaiyl; 

r1 Ms hydi^gen, a C] - C6 alkyl, OR^ or optionally substituted allyl, aiylmethyl, 
alkynyl, alkenyl, aryl, or heteroaiyl, where R^ has the same defmition given above, or R^ 
and R^ R^ and R^. R* and R^ R*® and R* r' and r'*^ and/or R* ' and R^ when taken 
together can form a three- to scven-membered ring optionally substituted with hydrogen, F, 
25 OR or nrV , where R through R have the definitions given above, provided, however. 
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11 



10 



that R , R , R and R cannot form more than two three* to seven-membered rings at a 
time; 

Y is O, CHR^ or NR^« where R^ has the same definition given above; and 
Z is an aryl or heteroaiyl group, including mono- and poly-cyclic structures, 
optionally substituted at one or more positions with hydrogen, a Ci -C^ alkyl, optionally 
substituted allyl, arylmethyl, alkynyl, alkenyl, aiyl, heteroaiyl, F, Q, Br, I, CN, R^OO, 
R6r'7nc=0, r6oc=K), perfluoroalkyl, haloalkyi, a C] - C5 straight-chain hydroxy alkyl, 
HOCR5r8, nitro, R6OCH2, R^. NH2. or r6r7n, where r5 through R? have the 
definitions given above and where R^ is hydrogen, a Cl - C6 alkyl or optionally substituted 
allyl, arylmethyl, alkynyl, alkenyl, aryl, or heteroaryl; and 
a pharmaceutically acceptable carrier. 

Preferred Z groups, wherein the dashed lines indicate the preferred mode of 
attachment to the nitrogen-bearing ring, include the following: 



[rest of page left purposely blank] 




The present invention further provides a method of modulating processes mediated 
by steroid receptors comprising administering to a patient an effective amount of a 
S compound of the formula: 
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In a prefened aspect, the present invention provides a phannaceutical composition 
comprising an effective amount of a steroid receptor modulating compound of the fonnulae: 
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10 



15 



wherein: 




OR 



(XV) 



(XVI) 



(xvn) 



(xvni) 



R is a heteroaryl optionally subsdtoted with a C] - Q alkyl« F, Q, Br, NO2. CO2H, 
CC)2R^ CHO, CN, CF3. CH2OH or CCXIHa, where is hydrogen, a C| - C4 alkyl or 
perfluoroalkyU aiyl, heteroaryl or optionally substituted allyl, aiylmethyl, alkynyl or alkenyl, 
20 and where said R^ heteroaryl is attached to compounds of formulas I and X through a 
carbon or nitrogen atom; ^ 
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R*^ is hydrogen, a Ci - C4 alkyi or perfluoroalkyl, hydroxymethyl. aiyl, heteroaryl or 
optionally substituted allyl, arylmcthyl, alkynyl or alkenyl; 

R through R each independently are hydrogen. F, CI, Br. I, NO2. CO2H, C02R^ 

COR^ CN, CF3, CH2OH. a C1.C4 alkyl or perfluoroalkyl, OR^ Sr\ S(0)R^ SOaR^ 

5 SO3H, S(NR V)R^ S(0)(NR V)R^ NR V. aryl. heteroaryl or optionally substituted 

allyl, arylmethyl. alkynyl or alkenyl. where R^ has the definition given above, R^ is 

hydrogen, a C| - C4 alkyl or perfluoroalkyl, aiyl. heteroaryl, optionally substituted allyl or 

aiylmethyl, OR* or NHR*. where R* is hydrogen, a C| - Q alkyl or perfluoroalkyl. aiyl. 

heteroaryl or optionally substituted allyl, arylmethyl. S02R^ or S(0)R^ 
9 10 

10 R and R each independently are hydrogen, a Ci - alkyl or perfluoroalkyl, aryl, 

heteroaryl or optionally substituted allyl, arylmethyl. alkynyl or alkenyl, or and r"* taken 
together can form a three- to seven-membered ring optionally substituted with hydiogen, F, 
OR^ or NR V, where R^ and R^ have the deflnitions given above; 

r' ' through r'^ each independently are hydrogen. F, CI, Br. I, NO2. COjH. C02R^ 
15 COr\ CN. CF3, CH2OH. a C1-C4 alkyJ or perfluoroalkyl. OR^. SR^. S(0)R^ SOjR^ 
SO3H. S(NR^'^)R^ S(0)(NR V)R^ NR V, aryl, heteroaryl or optionally substituted 
allyl, arylmethyl. alkynyl or alkenyl, where R^ R^ and r' have the deHnitions given above: 

W is O. NH. Nr'', CH2, CHOH, C^O. 0C=0. 0=C0. NR*'c=0. NHC=0. 
0«CNR^, 0=CNH. SC=0. 0=CS, or CHOCOr"', where R^ has the definition given above; 
20 X is CH2, 0, S or NR , where R has the definition given above; 

R^^ is hydrogen, OH, OR^^, SR^^. NR V, optionally substituted allyl. arylmethyl. 
alkynyl. alkenyl. aryl, heteroaryl or C] - Cio alkyl. where r" is a C| - C|o alkyl or 

perfluoroalkyl. or is an (^ionally substituted allyl. arylmethyl. aryl or heteroaryl. and where 
2 7 

R andR have the definitions given above; 
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18 19 

R and R each independently are hydro^n. a C | - C5 alkyl or p^uoroalkyK 

to 

aryU heteroaiyl or optionally substituted allyU arylmethyl, alkynyl or alkcnyU or R and 
19 

R taken together can fonn a three- to seven-membered ring optionally substituted with 

2 7 8 2 7 8 

hydrogen, F, OR . or NR R « where R , R and R have the definitions given above; 

20 

5 R is a C| - €5 alkyl or an optionally substituted allyl, arylmethyl, alkenyU aryl or 

heteroaryl; 

21 

R is hydrogen, a C| - C4 alkyl or optionally substituted ally], arylmethyU ary] or 
heteroaiyl; 

R^^ is hydrogen, a Cj - C4 alkyl. F, CI, Br, I. OR^, NR^R^ or SR^ where R^ and R^ 
10 have the definitions given above; 

R^^ is hydrogen, CI, Br, OR*, NrV. a Ci - C4 alkyl or perhaloalkyi, or is an 

optionally substituted ally!, arylmethyl, alkynyl, alkenyl, aryl or heteroaryl, where R^, R^ 
g 

and R have the definitions given above; 
24 

R is hydrogen, F, Br, CI, a Ci - C4 alkyl or perhaloalkyi, aryl, heteroaryl, CF3, 
1 5 CF20R^^, CH20R^^, or OR^, where R^ is a C| - C4 alkyl; 

R^^ is hydrogen, a C] - C4 alkyl, F, CI, Br, I, OR^, NR V or SR^ where R^ and R^ 

have the definitions given above; 
27 28 

R and R each independently are hydrogen, a C| - C4 alkyl or perfluoroalkyi, 
heteroaryl, optionally substituted allyl, arylmethyl, alkynyl or alkenyl, or an aryl optionally 
20 substituted with hydrogen, F, CI, Br, OR^ or NR V, or R^^ and R^* taken together can 

form a three- to seven-membered ring optionally substituted with hydrogen, F. CI, Br, OR 



or \ where R^ and R^ have the definitions given above; 



29 

R is hydrogen, a C| - C6 alkyl or an optionally substituted allyl, arylmethyl, aryl or 



heteroaryl; 
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30 31 

R and R each independently are hydrogen, a C| - Q alkyl or an c^tionally 

substituted allyl, arylmethyl. aryl or heteroaryl, or R"^ and R^^ taken together can form a 

three- to seven-membered ring optionally substituted with hydrogen. F, CI. OR^ or NR V. 
2 7 

where R and R have the definitions given above; 
32 33 

5 R and R each independently are hydrogen, a Ci - C4 alkyl or an aryl optionally 

substituted with hydrogen, F. CI, Br, OR^ or NR V. or R^^ and R^^ taken together can 

form a three- to seven-membered ring optionally substituted with hydrogen. F, CI, Br. OR^ 

2 7 2 7 

or NR R , where R and R have the defmitions given above; 

n is Dor 1; 
10 YisOorS; 

Z is O. S, NH, NR^ or NCOR^, where R^ has the same definition given above; 

the wavy line in the compounds of fonnulas Vn, XD, Xm and XVI represent an 
olefin bond in either the cis or trans configuration; 

the dotted lines in the stnictures dq>ict t^tional double bonds; and 
1 ^ a pharmaceutically acceptable carrier. 

Preferably, the compounds of formulae I, n, m, IV. X and XI comprise PR 
antagonists, the compounds of formulae V and VI comprise PR modulators (i.e. both PR 
agonists and antagonists), the compounds of formulae VII, VIII, Xn. Xm, XTV, XV and 
XVI comprise PR agonists, and the compounds of formulae DC, XVE and XVm comprise 
20 AR modulators (i.e., both AR agonists and antagonists). More preferably, the compounds of 
formulae DC and XVII comprise AR antagonists. 

In a further preferred aspect, the present invention comprises a method of 
modulating processes mediated by steroid receptors comprising administering to a patient an 

effective amount of a compound of the formulae I through XVm shown above, wherein R^ 
35 

25 through R . W, X. Y and Z all have the same definitions as those given above for the 
preferred pharmaceutical composition of the present invention. 

Any of the compounds of the present invention can be synthesized as 
pharmaceutically acceptable salts for incorporation into various pharmaceutical 
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compositions. As used herein, phannaceutically acceptable salts include, but are not limited 
to, hydrochloric, hydrobromic, hydroiodic, hydrofluoric, sulfuric, citric, maleic, acetic, 
lactic, nicotinic, succinic, oxalic, phosphoric, malonic, salicylic, phenylacetic, stearic, 
pyridine, ammonium, piperazine, diethylamine, nicotinamide, fonnic, urea, sodium, 
5 potassium, calcium, magnesium, zinc, lithium, cinnamic methylamino, methanesulfonic, 
picric, tartaric, triethylamino, dimethylamino, and tris(hydoxymethyl)aminomethane. 
Additional phannaceutically acceptable salts are known to those skilled in the art. 

The PR agonist, partial agonist and antagonist compounds of the present invention 
are particularly useful for female hormone replacement therapy and as modulators of 

10 fertility (e.g., as contraceptives, contragestational agents or abortifacients), either alone or in 
conjunction with £R modulators. The PR active compounds are also useful in the treatment 
of dysfunctional uterine bleeding, dysmenorrhea, endometriosis, leiomyomas (uterine 
fibroids), hot flashes, mood disorders, meningiomas as well as in various hormone- 
dependent cancers, including, without limitation, cancers of the ovaries, breast, 

1 5 endormtrium and prostate. 

AR agonist, partial agonist and antagonist compounds of the present invention will 
prove useful in the treatment of acne, male*pattem baldness, male hormone replacement 
therapy, wasting diseases, hirsutism, stimulation of hematopoiesis, hypogonadism, prostatic 
hyperplasia, various hormone-dependent cancers, including, without limitation, prostate and 

20 breast cancer and as anabolic agents. 

ER agonists, partial agonists and antagonists compounds of the present invention are 
useful in female hormone replacement ther^y and as fertility nKxlulators, typically in 
combination with a PR modulator (i.e., a progestin, such as Premarin<5>). ER modulator 
compounds are also useful to treat atrophic vaginitis, kraurosis vulvae, osteoporosis. 

25 hirsutism, hot flashes, vasomotor symptoms, mood disorders, neuroendocrine effects, acne, 
dysmenorriiea and hormonally dependent cancers, including, without limitation, breast and 
prostate cancer. 

GR and MR agonists, partial agonists and antagonists of the present invention can be 
used to influence the basic, life sustaining systems of the body, including carbohydrate, 
30 protein and lipid metabolism, electrolyte and water balance, and the functions of the 

cardiovascular, kidney, central nervous, immune, skeletal muscle and other organ and tissue 
systems. In this regard, GR and MR modulators have proved useful in the treatment of 
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inflammation, tissue rejection, auto-immunity, hypertensicm, various malignancies, such as 
leukemias, lymf^omas and breast and prostate cancers, Cushing*s syndrome, glaucoma, 
obesity, rheumatoid arthritis, acute adrenal insufficiency, congenital adrenal hyperplasia, 
osteoarthritis, riieumatic fever, systemic lupus erythematosus, polymyositis, polyarteritis 
nodosa, granulomatous polyarteritis, allergic diseases such as urticaria, drug reactions and 
hay fever, asthma, a variety of skin diseases, inflammatory bowel disease, hepatitis and 
cirrhosis. Accordingly, GR and MR active compounds have been used as immuno 
stimulants and repressors, wound healing - tissue repair agents, catabolic/antianabolic 
activators and as anti-viraJ agents, particularly in the treatment of exacerbated heipes 
simplex virus. 

It will be understood by those skilled in the art that while the compounds of the 
present invention will typically be employed as a selective agonists, partial agonists or 
antagonists, that there may be instances where a compound with a mixed steroid receptor 
proflle is preferred. For example, use of a PR agonist (i.e., progestin) in female 
ccmtraception often leads to the undesired effects of increased water retention and acne flare 
ups. In this instance, a compound that is primarily a PR agonist, but also displays some AR 
and MR modulating activity, may prove useful. Speciflcally, the mixed MR effects would 
be useful to control water balance in the body, while the AR effects would help to control 
any acne flare ups that occur. 

Furthermore, it will be understood by those skilled in the an that the compounds of 
the present invention, including pharmaceutical compositions and formulations containing 
these compounds, can be used in a wide variety of combination therapies to treat the 
conditions and diseases described above. Thus, the compounds of the present invention can 
be used in combination with other hormones and other therapies, including, without 
limitation, chemoUicrapeutic agents such as cytostatic and cytotoxic agents, immunological 
modifiers such as interferons, interleukins, growth hormones and other cytokines, hormone 
therapies, surgery and radiation therapy. 

Representative PR antagonist compounds according to the present invention include: 
l,23,4-Tetrahydro-2,2,4-trimethyl-6-phenylquinoline (Compound 100); l,2-Dihydro-2,2,4- 
trimethyl-6-(l,23-thiadiazol-5-yl)quinoline(Comp<nind 101); l,2-Dihydro-2,2,4-trimetiiyl- 
6-(13-oxazol-5-yl)quinoline (Compound 102); 6-(4,5*DichIoroimidazoM-yl)-l,2-dihydro- 
2,2,4-uimethylquinoline (Compound 103); 6-(4-Bromo-l-inethylpyrazol*3-yl)-l,2-dihydro- 
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2 A4-triinethylquinoliiie (Compound 104); l»2-Dihydio-2^»4-triinethyl-6-(3- 
pyridyl)quinoline (Compound 105); 6-(4-FluorophenyI)-l^,-dihydro-2,2,4- 
trimethylquinoline (Compound 106); l^-Dihydro-6-(3*trifluoromethy]pheny]>-2,2,4- 
trimethylquinoline (Compound 107); l,2-Dihydn>2^.4-trim^y]-6-(4- 
5 nitropheny])quinoHne (Compound 1 08); 6-(2,3-Dichlorophenyl)- 1 ,2-dihydro-2^,4- 

trimethylquinoline (Compound 109); l,2-Dihydro-6-(2-hydn>xycarbonyl-4-nitrcq4ienyl)- 
2«2,4-trimethylquinoIine (Compound 1 10); 6-(3,4-Dichlorophenyl)-I^-d]hydro-2,2,4- 
trimethylquinoline (Compound 111); 4*£thyi-l^-dihydio-2^-dimethyl-6-phenylquino]]ne 
(Compound 112); 1 ^-Dihydit>-2»2-dimethyl-6-phenyl-4-propylquinoUne (Compound 113); 

10 6-(2-Chlorophenyl)-l^-dihydro-2,2,4-trimethyIquinoline (Compound 114); U2-Dihydro- 
2,2,4-tnmethylindeno[]»2-g]quinoline (Compound 115); l»2-Dihydro-2,2,4- 
UimethylindenoUJ^yiquinoline (Compound 1 16); 8-Bromo- 1 ,2-dihyd^o-2,2.4- 
trimethylindeno[l,2-^]quinoline (Compound 117); 1 «2-Dihydro-2^,4- 
trimethylbenzo[b]furano[3^^]quinoIine (Compound 118); l^-Dihydro-2^,4- 

1 5 trimethy lbenzo[b]furano[2,3''y}quinoline (Compound 1 1 9); 6-Fluoro- 1 ^-dihydro-2^,4- 
trimethyIindeno[2,l-/]quinoline (Compound 120); 9-Fluon>-l^-dlhydio-2^«4- 
trimethyiindeno[l^-^]quinoline (Compound 121); l^-Dihydro-9-hydioxylmethy]-2^4- 
trimethylindeno[l^-^]quinoline (Compound 122); 8-Chloro-l^-dlhydro-2^,4- 
trimethylindeno[U2-g]quinoline (Compound 123); 8-Fluoro-l^-dihydio-2.2.4- 

20 trimethy lindeno[ 1 ,2-^]quinoline (Compound 1 24); 8-Acetyl- 1 ^-dihydro-2^,4- 
trimethylindeno[ 1 ,2-^]quinoline (Compound 1 25); 6-Fluon>- 1 ^-dihydro-2 Jt.4- 
trimethy Hndeno[K2-^]qusno!ine (Compound 126); 7-Bromo-l,2-dihydro-2,2»4- 
trimethylindeno[2,N/|quinoline (Compound 127); l^-Dihydro-2»2,4-trimcthyl-7- 
nitroindeno[2»l-/|quinoline (Compound 128); 1 ^-Dihydro-2^,4-trimethyI-8- 

25 niut>indeno[ 1 ^-g]quinoline (Compound 1 29); 6,9-Difluorx>- 1 ,2-dihydro-2.2,4- 

trimethylindeno[l,2-g]quinoline (Compound 130); 7-Fluoro-l,2-dihydn>-2,2,4-trimethyl-l 1- 
(thiomethy])indeno[2,l-/|quinoline (Compound 131); 5,8-Difluoro-l,2-dihydro-10-hydroxy- 
2»2,4-trimethylindeno[1.2-^lquino]ine (Compound 132); 7*9-Dif1uoro-l^-dihydro-10- 
hydroxy>2^,4-trimethylindeno[U2-^]quinoline (Compound 133); 7J0-Difluoro-U2* 

30 dihydro-2»2,4-trimethyl-5-oxoindeno[3,2-/)quinoline (Compound 1 34); 7,9-Difluoro- 1 ^- 
dihydro-2,2,4-trimethyl-10-oxoindeno[l^-g]quinoline (Compound 135); 8-Fluoro-l«2- 
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dihydio-104iydroxy-2^,4-triniethyIindeno[l^-g]quinoUne (Compound 136); 8-Fluoio-i;2- 
dihydro-2^,4-trimethyl-10-oxoindeno[U2-g]quinoline (Compound 137); 7-FIuoro-l^- 
dihydro-2;2,4-trimethy]-8-nitroindeno[l^*g]quino]ine (Compound 138); 5-Chloio-l,2- 
dihydrD-l(>"hydroxy.2^,4.trimcthylindcno[U2-glquinoHnc(C^^ 139); 6-Fluoro-1.2- 
dihydro-2^,4-trimethyl-10-oxoindeno[l,2-g]quino]ine (Compound 140); 6-Fluon>-l^- 
dihydro-l(>-hydroxy-2A4-trinielhyHndcno[U-^]quinoIinc (Compound 141); S*8-Diflu<Ho- 
1 ^-dihydn>.2,2.4-trimcthyl- 1 (Ktrinuoroacetoxy)indenol 1 ^-^Jquinoline (Compound 142); 
6-(3^-Dinuorophcnyl)-1^3,4-tetrahydro-2,2,4-trimethylqumol5nc (Compound 143); 1^- 
Dihydro-2.2,4-irimcthylindo!o[3^-gJquinoline (Compound 144); 5-Ethyl-K2-dihydro-2^,4- 
trimethylindolo[2,3-y]quinoline (Compound 145); 6-(3-Chlorophenyl)-U2-dihydro-2A4- 
Uimethy Iquinoline (Compound 1 46); 6-(3^-Difluoropheny !)- 1 ,2-dihydix>-2,2,4. 
trimcUiylquinoline (Compound 147); 6-(3-Fluorophenyl)-l^-dihydn>-2.2.4- 
trimethylquinolinc (Compound 148); l,2-Dihydro-2,2,4-trimethyl-6-(4-pyridyl)quinoline 
(Compound 149); 6K3.CyanophenyI).U-dihydro-2^,4-irimethylquinoline (Crompound 
150); 6-(3>Dichloroplienyl)-U-d5hydn>-2,2,4-trimeihylquinol^ (Compound 151); 6- 
(23-Dinuon)phcnyl).ljKlihydro-2A4-trimclhylquinoline (Compound 152); U-Dihydfo- 
2^,4-trimethyl-6-(pentanuorophenyl)qutno]ine (Compound 153); U-Dihydro-2.2,4- 
trimethyl-6-[4-(trinuoroacetyl)phenyl]quinoline (Compound 154); 1 J-Dihydfo-2^,4. 
trimethyI-6-(13-pyrimid-5-yl)quinoline (Compound 155); 6-(3-Cyanophenyl)-U3,4. 
tetrahydfo-2^,4-trimethylquinoline (Compound 156); 5,8-Difluoro-U2Klihydro-2,2.4- 
tnmethylindeno[l,2-^]quinoline (Compound 157); 7J0-Dinuoro-l»2^ihydit>-2A4- 
trimcthylindeno[2J -/Iquinoline (Compound 158); 8*Cyano-l^^jhydn>-2,2,4- 
trimcthylindeno[3^-e]quinoHne (Compound 270); 6-(3<:yano-5.fluorophenyI).l^-dihydio- 
2^,4-uimethyIquinoline (Compound 271); 6-(3-Cyano-4-nuorophenyl)-l,2K!ihydro-2^,4. 
trimethylquinolinc (Compound 272); 6<3-Cyano-6-fluorophenyI).1.2-dihydro-2;2»4- 
trimethylquinolinc (Compound 273); 6-(5-fluoro-3-(trifluoromcthyl)phcnyl}-l,2-dihydro- 
2,2,4-trimethylquinoIine (C:k>mpound 274); 6-(3-chlorD-2-methylphenyl)-UHlihydio-2^.4. 
trimethylquinoline (Compound 275); i;2-Dihydro-2;2,4-tiimcthyl-6-(3- 
nitiophenyl)quinoline (Compound 276); 6-(3-Acctylphcnyl).l,2-dihydio-2^,4- 
trimethylquinoline (Compound 277); 6-(3-cyano-2-mcthylphenyl).l^-dihydro-2^,4- 
trimethylquinoline (Compound 278); l^-Dihydro-2^,4-trimethyI-6-(3- 
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inethylphenyI)quinoline (Compound 279); 6-(S-Fluoio-3-nitrophenyl)-1,2-<lihydro-2^»4- 
trimethylquinoline (Compound 280); l,2-Dihydn>-6-(3-methoxyphenyl)-2,2,4- 
trimethylquinoline (Cbmpound 281); 6-(5-Cyano-3-pyridy])*l,2-^ihydio-2;2,4- 
trimethylquinoline (Compound 282); i;2-I>ihydio-2^.4-trimethyl-6-(2-methyl-3- 
5 nitiopheny l)quinoline (Compound 283); 6-(2-Amino-3,S-difluorophenyl)- 1 ^-dihydro-2,2,4- 
trimethylquinoline (Compound 284); 6-(3-Bromo-2-chloro-5-fluorophenyl)-l^-dihydro- 
2^«4*trimethyiquinoline (Compound 285); 6-(3-Cyano-5-fluoropbcnyl)-1.2-dihydro-2^,4- 
tnmethyl-3-qutnoione (Compound 286); 6-(3-Fluoro-2-methylphcnyI)-l,2-dihydro-2,2.4- 
trimethylquinoline (Compound 287); l^-Dihydro-2,2.4-trimethyl-6-(3- 

1 0 methylthiopheny l)quinoline (Compound 288); 6-(5-Chloro-2-thicny I)- 1 ,2-dihy dro-2.2,4- 
trimethylquinoline (Compound 289); l^-Dihydro-2,2,4-trimcthyl-6-{3-methyl-2- 
thienyl)quinoline (Compound 290); 8-Fluoro-l^-dihydro-2A4-trimethyl-6-(3- 
nitropheny])quinoline (Compoun<t291); l^-Dihydro-6-(3-nitrophenyl)-2,2,4,8- 
tetramethylquinoHne (Compound 292); 6-(5-Bromo-3-pyridyl)-l,2-dihydro-2^,4- 

1 5 trimethylquinoline (Compound 293); 6-(3-Bromo-2-pyridyl> 1 *2-dihydn>-2^,4- 
trimethylquinoline (Compound 294); 6-(3-Bn>mo-2-thienyl>1^-dihydro-2,2,4- 
trimethylquinoline (Compound 295); U2-Dihy€lit>-6-(23^,6-tetranuon>-4-pyridyl)-2^,4- 
trimethylquinoline (Compound 296); 5,8-Difluoio-]^-dihydro-6-(3-nitrophenyl)-2^,4- 
trimethylquinoline (Compound 297); 2,4-Diethyl-8-fluoro-l^-dihydix>-2-methyl-6-(3- 

20 nitiophenyl)quinoline (Compound 298); 6-(3-Broniophenyl)-l ^-dihydro-2;2,4- 
trimethylquinoline (Compound 299); 1^-Dihydio-2^,4-trimetfayl-6-(5-nitro-2- 
thienyl)quino]ine (Compound 300); l^-Dihydro-6>(2,43''trifluor(^henyl)-2*2A 
trimethylquinoline (Compound 301); 6-(3-Bromo-5-fluorophenyl)-l^-dihydro-2.2,4- 
trimethylquinoline (Compound 302); 6-(5-Carix)xaldchydc-3-thienyl)-l,2-dihydro-2^.4- 

25 trimethylquinoline (Compound 303); l^-Dihydit>-2^A7-tetramethyl-6-(3- 

nitroi^enyl)quinoline (Compound 304); 6-(5-Fluoro-2-mcthoxy-3-nitrophenyl)-l»2-dihydro- 
2;Z,4-trimethylquinoline (Compound 305); 6-(3-Chloro-2-methoxyphenyl)-l,2-dihydro- 
2,2«4-trimethylquinoline (Compound 306); l^-Dihydro-2^,4-trimethyl-6-(23,4- 
trifluorophenyl)quinoline (Compound 307); 6-(3-Bromo-2-rocthylphenyl)-1.2-dihydro- 

30 2«2,4-trimethylquinoline (Compound 308); 7-Chlora-l ^-dihydio-2,2,4.triroethyl-6-(3- 
nitropheny])quinoline (Compound 309); 5-ailofO-l^-dihydKK2^,4-trimethyl-6-(3- 
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nitfophenyl)quinoIine (Compound 310): 8-Chloro-]^-dihydn>-2^.4-trimethy]-6-(3- 
nitrophenyl)quinoline (Compound 31 1); 8-Ethyl-i;2^ihydio-2,2.4-trimcthyl-6-(3- 
nitrophenyl)quinoline (Compound 312); 9-Chlon>-l^-dihydro-2^-dimethyl.5. 
coumarino[3,4V]quinollne (Compound 313); l^-Dihydro-9-niethoxy-2,2»4-trim^y].5. 
coumarino[3,4-/|quinoline (Compound 314); 9-Fluoro-I^-^hydn>-2A4J l-tetramethyl-5- 
coumarino[3,4-/]quinoline (Compound 3 1 5); 1 >Dihydro-2^ A9-tetramethyl-5- 
coumarinot3,4«:/]quinoline (Compound 316); 7-Ch!oro-l,2-dihydit>-2,2,4-trimethyI-5- 
coumarino[3,4-/)quinoline (Compound 317); (/WS)-9-Chlon>-l,2-dihydro.5-methoxy-2^.4- 
Uimcthyl-5^-chromeno[3,4-y]quinoline (Compound 319); (/2/Cy)-9-FJuoro-l^-dihydix>-2^.4- 
trimethyI-5^^hromenor3,4-y]quinoline (Compound 328); 6-(5-Cyano-2-thienyI)-l,2- 
dihydro-2,2,4-trimethyJquinoline (Compound 451); 6-(5-Cyano-3-thienyl)-i;2-dihydn> 
2,2.4-trimethyIquinoline (Compound 452); 6-(3-FormylphenyI)-l,2-dihydro-2,2,4- 
trimethylquinoline (Compound 453); U-Dihydro.2.2,4.trimethyl^[3. 
(mcthylsulfonyl)phcnyljquinoline (Compound 454); (JV5)-6-(3.Cyano-5-fIuorophcnyl)- 
1^3,4-Tcirahydro-2,2.4-trimethyIquinoline (Compound 455); and (/WS)-9-<:hlon>-l^. 
dihydro-2^,4-trimethyl-5-phenyl-5/f-chronieno[3,4-/]quinoline (Compound 456). 

Representative PR modulator compounds (i.c.. agonists and antagonists) according 
to the picscnt invention include: (iWS)-5-ButyM^^ihydro-2;2.4-trimethyl-5^- 
chromeno[3.4-/lquinoline (Compound 160); (iV5)-U.Dihydio-2A4-trimethyl-5-phenyl- 
JW-chromeno[3.4-^quinoIine (Compound 161); (JVS)-l^J,4-Tetrahydro-2^-dimethyl-4- 
methylidene-5-phcny^5//-ch^omeno(3,4-/|quinoline (Compound 162); (/2/5)-5-(4- 
Chlorophenyl)-U2Klihydn>-2^,4-trimethyl.5//^hromeno[3A/]quinoline (Compound 163); 
(i?/5).5.(4-Chloropheny 1)- 1 .23.4.tetrahydro.2^^imcthyl^methyHdene.5//^hromeno[3.4- 
yjquinoline (Compound 164); (/2/5>5-(4-Huorophenyl)«l^-dihydjx>-2^,4-trimethyl-5//- 
chromeno[3,4-y]quinoline (Compound 165); (/2/5)-5-(4-AceiylphenyI)-U2-dihydtx>-2^.4- 
trimethyl-5/f-chromeno[3,4-y}quinoHne (Compound 166); (/l/5)-i;i-Dihydrx>-2.2,4- 
triniethyl-5-(4-methylphenyl)-J/f-chiomcnoJ3.4-yiquinoiine(<:6mpound 167); (/?/5)-l^- 
Dihydix>-5K4-methoxyphenyl)-2A4-trin«ethyl-5/f-cliromcno 
1 68); (/V5). 1 •2-Dihydro.2 A4-triniethy|.5-I4Ktrinuon>methyl)pheny I J-5/fH:hi^^ 
/Iquinoline (Compound 169); (/W^i;!-Dihydio.2.2,4-trimeihyl-5-(thiophen-3-yl)-5i=/. 
chn>meno[3,4-y)quinoHne (Compound 170); (-)-l^-Dihydro-2^,4-trimethyl-5*(4. 
niethylphenyl)-5/f^hromeno[3,4-/]quinoline (Compound 171); (-)-5-(4-Chlorophenyl)-l,2- 
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dihydro-2A4-triinethy]-5H-<hrQineno[3*4-/|quim^ (Cdmpound 172); (i{/5)-l,2-Dihydio- 
2^4-triinethyl*5-(3-inethylphenyl)-5^-<hroineno[3,4-^qum 173); (+)- 

(4/,S/)-5-(4^1orophenyl)-l ^»4^etndiydro-2,2»4^ 
(Compound 174); (-)K4/^/)-SK4<3ilQro|rfienyl>*1^3.4-tetiBhydio-2^,4-^ 
5 chroiiierio[3,4-/|quinoline (Compound 1 75); (A/5-4/»Sii)-S-(4*Chloropheny])- 1 ^,3,4- 
tetrahydro-2^,4-trimethyl-5if-chronieno[3,4-/]quinolim ((Compound 176); (Je/5)-S-(3- 
Chlorophenyl)-l^-dihydio-2,2t4-uin)eChyl-5/fH:hromeno[3,4^ (Clompound 177); 

(/2/5)*S-(3<:hlon>phenyl)-1^3.4-teti^ydro-2,2-dimethy]-4-n^ 

/]quinoline (Compound 178); (/2/5)-5-(4-Bromophcnyl)-l^-dihydio-2^,4-trimethyl-5J/- 

10 chromeno[3.4-/]quinoline (Compound 1 79); (/2/5)-5K4-Bromophenyl)- 1 ^3.4-letrahydro- 
2^-dimethyl-4-methylidene-5//-chromeno[3.4-/]quino]ine (Compound 180); (/2/5)-5-(3- 
Bromoj^nyl)-!. 2-dihydro*2^«4*trimethy1-5//-chromeno[3,4-y]quinoline (Compound 181); 
(/?/5)-5-(3-Bromophcny I)- 1 ,23,4-tetrahydro*2^Klimethy 1-4-niethy lidenc-5//^-chromeno[3,4- 
^quinoline (Compound 182); (/2/5)-5-(3,4-Dichlorophenyl)-U 2-dihydro-2.2,4-trimethyI- 

1 5 5H-chromeno[3A/]quinoline (Compound 1 83); (ie/5)-5-(3-Bromo-2-pyridyl)- 1 ^-dihydro- 
2^,4-trimethyl'5ff-chiomeno[3,4-/|quinoline (Compound 184); (/e/5)-l^-Dihydit>-5- 
hydroxy-2;2.4-uimethyl-5tf*<hromeno[3«4-/Iquino]i^ (Compound 185); (iS/5)-l»2-Dihydn>- 
2^,4-tnmethyl-5-niethoxy-5/f-chnnneno[3,4-/]quinoline (Compound 186); iR/SyiJl- 
Dlhydit>-2^,4-trimethyl-5-pn)poxy-5/f-chromeno[3,^^ (Compound 187); (R/Sy 

20 5-Ally 1- 1 ,2-dihydro-2»2,4.uimethyl-5^-chromeno[3,4-/]quinoline (Ck>mpound 1 88); (»5)- 
l»2-Dihydro-2^,4-trimethyl-5-propyl-5i7-<:hromeno[3A/lquinoline (Compound 189); 
(i2/S)-l^-Dihydro-2«2,4-trimethyl-5-(2-pyridyl)-5ffK^^ (Compound 
1 90); (l2/5)-5-(3-FIuorophcnyl)-l J-dihydro-2^.4-trimethyl-5H-chromeno[3,4./lquinollne 
(Compound 191); (l2/5)-5K3-nuorophenyl)-l«23*4*tetrahydn)-2*2-^iniethyl-4-methy]i^ 

25 5H-€hromeno[3«4-y]quinoline (Compound 192); (/WS)-i;i-Dihydro-2^,4-trimcthyl-5- 
propy]thio-5//^-€hn>nieno[3,4*y]quinoiine (Compound 193); (/W5)-l»2-Dihydn>-5-(3- 
niethoxyphenyl)-2^,4-trimethy]-5tf-chromeno[3,4-/]quinoline (Compound \94)\(R/S) 1,2-- 
Dihydn>-2^,4-uimelhyl-5-[3Ktrif]uoromethyl)phenyI]-5/fK;hn>n)eno[3,4-y]q 
(Compound 195); (A<S>5-(3-nuofO-4-methylphenyl)-U2-dihydro*2^Atrimediyl-5/f- 

30 chiomeno[3,4-/|quinoline (Compound 1 96); (/2/S)-5-(4-Bromo*3*pyridy I)- 1 ^-dihydro- 
2^,4-irim^y]-5ii/-chromeno[3,4-/]quinoline (Compound 197); (iC/5)-l^-Dihydn>-2,2,4- 
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trimethyI-S-(3-{)yridyl)-5/f-«hn}meno[3.4-/|quinoline (Cbmpound 198): (R/S)-5^4-Chloro- 
3-nuoropheny])-l .2HlitqrdrD-2^,4^methyl-5/fK:hn)ineno[3.4-/|quinolin^ (Cbmpound 

199) ; (i2AS>U-DihydiD-2;Z.4^-tetfainethyl-S«K:hnHneno[3.^^ (Cbmpound 

200) : («'^U-Dihydro-5-hexyl-2^,4-trimethyl-5ff.chromeiio[3.4-^^ (Compound 

201) ; I,2-Dihydro-2;{.44riniethyl-SA-chromeno[3.4-/]quinoHne (Compound 202); iR/S)- 
1 .2-Dihydro.5-(3-me%lbutyl).2A4-trimethyl-5ff-chroroeno[3,4-/lquinoIine (Compound 
203); («/5)-5-(4-ailoit>butyl)- 1 ^-dihydn>-2;2.4-trimethy]-5Ar-chnMmno[3.4/|quinoline 
(Compound 204); (/?/S)-5-Benzyl-U-dihydn>-2^.4-trimethyl-5W-chromcnor3.4-/Jquinoline 
(Compound 205); (/i/5)-5-(4-Bromobutyl)-l,2-dihydro-2^.4-trimethyI-5W-chix)meno[3,4- 
yiquinoline (Compound 206); («/5)-5-ButyI-9-nuoro-U-dihydro-2^.4-trimcthyl-5W- 
chromeno(3,4-y]quinoIine (Compound 210); (/J/S)-5-Butyl-8-fluon>-i;2^ihydro-2;2.4- 
trimcthyl-5//-chromeno[3,4-/]quinoline (Compound 211); (/J/5)-5-(3-ChlorophenyI)-9- 
fluoro-U-dihydfo-2^.4-trimethyl-5^f-chromeno[3.4-/Iquinoline (Compound 212); (R/S)-5- 
(4-Chlon>-3-med)ylphenyl)-9-nuoro- 1 ^-dihydit>-2^.4-trimetfiy|.5A/-chn>meno[3,4- 
/]quinoline (Cbmpound 213); (/V5)-5-(4-Chlorophenyl)-9-fluoro-1.2-dihydn>-2.2.4- 
triniethyl-5/f-chnnneno[3.4-/)quinoline (Compound 214); (^W5)-9-Fluoro-l,2-dihydro-5-(4- 
mcthoxyphenyl).2A4-trimelhyl-5»<hromeno[3.4-/JquinoIine (Compound 215); (R/SyS- 
Fluoix>.l^-dihydro-5-methoxyl-2A4-trimethy|.5#.<*romeno[3.4-/Jquinoline(CDmp^ 
216):(^5)-5K4<3ilorophenyl)^-fluoix>-UHiihydro-2A4-triniethyl-5/^^^ 

yiquinoline (Cbmpound 217); and («/S)-9-ChIoro.5-(4-chlon)phenyl)-1.2-dihydro-2^.4- 
trimethyl-5tf-chn>meno[3.4-/Iquinoline (Compound 218); 9-ChlorD-l^-dihydTO-2;2.4- 
trimethyl-5«-chn>meno[3.4-/]quinoline (Compound 320); (J&5)-9-Fluoro-U-dihydro-S- 
methoxy-2A4-trimethyl-5ff-chronicnoI3,4-/Jquinoline (Compound 322): (iWS).9-Fluon>- 
U-dihydro-2^,4-irimethyl-5-thi<q>ropoxy.5W-chromeno[3,4-y]quinoline (Compound 323); 
(/t/S)-9-Fluoro- 1 ^-dihydro-2^,4-triniethyl-5-propoxy-5//-chromeno[3.4-/]quinoline 
(Compound 324); (/8^1 ^-Dihydro-9-metfioxy-2.2.4-trimethyl-5if-chromeno[3,4- 
/Iqulnoline (Compound 329); (/2^U-Dihydro-2^.4.9-tetnimethyl-5#-chromeno[3,4- 
y)quinoline (Compound 330); (/i«).7-Chloro-i;j-dihydfo-2^.4-trimethyl-5H- 
chromeno[3.4-/]quinoline (Compound 331); (iW$)-5-(4.Bromo-3-pyridyl)- 1^,3.4- 
tetrahydro-2^-Klimetbyl-4-methylidene-5/r-chromeno(3.4-/)quinoline (Compound 347); 
(«/S)-5K3^Difluorophenyl)-l^-dihydio-2^,4-trimcthyl-5^<hromenot3.4-/Jquinolin 
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(Ckmipound 348); (/i/5)-S-(3-Bromo-S-fluoroi^ny])-l^,4-tetrahydio-2^-dim 
niethy]idene-S/f-chroineno[3,4-/)quinoline (Compound 352); (Z)-l,2rI>ihydro-5-(2,4,6- 
triniethylbenzyUdene)-2^,4-triinethyI-5ff«chroineno[3,4*^ (Compound 364); (Z)-5- 
BenzyIidene-9-fluoro- 1 ^-dihydro-2^4, 1 ) -tetraniethyl-S/f-chromeno[3,4^quino]ine 
5 (Compound 377); (/Z/5)-5K4-Chlon>phenyl)- 1^3t4-tetrahydro-2^-d^^ 

chTomeno[3.4-/)^4-quinolinone (Compound 378); (l{/5)-5-(4-Ch1oropheny])- 1^3,4- 
tetrahydit>-2^33-tetramethyl-Stf-chromeno[3,4VH-quinolino (Compound 379); (R/Sy 
5-(4<!hlorophcnyl)-l .2-dihydix>-2^-dimcthyl-5W-^hromcno[3,4-/I-4*quinoline (Compound 
380); (+H/?*-^A5/)-5-{4-Chlorophcnyl)- 1 ^3.4-ietrahydm-2,2,4-trimethy|.5H- 

10 chrDmeno[3,4-y}-3-quinoIinone (Compound 381 ); (-H/?*-^/»5/)-5-(4-ChlorophenyI)-l ^,3,4- 
teirahydro-2^.4-irinriethyl-5^-chromeno[3,4-/|-3-quinoHnone (Compound 382); (^S)-5-(4- 
Chloropheny]>-1^3t4-tetrahydix>-2^Klimethyl-5H-^hromeno[3Ay]-3-quino^ 
(Compound 383); (/2/5)-3-(3-Fluoix)bcn2yl)-5-(3-fluorobcn2ylidene)-U2,3,4-tctnaiydro-3- 
bydroxy-2^,4-trimethy]-5/f-chromeno(3,4-/)quinoline (Compound 384); (R/5)-3,5-Dibutyl- 

1 S 1 ^,3,4-tetnihydro-3-hydioxy-2^4-trimethyl-S/#-«hronieno[3»4-^ (Compound 
385);(i2AS)-S-Butyl-1^.4-tetrahydro-2,2»4*ttin)ethy]-5/f-chrom 
(Cdmpound 386); (/!/5--^A5/)-I^3.4-Tetrahydn>-2^,4-trimethyl-5-phenyl-5//- 
chromeno[3,4-/]-3-quinolinone (Compound 387); (iyS-4/;5i<)-1^3.4-Tctrahydror2^,4- 
triniethy]-5-pheny]-S^-chromeno[3,4-y]-3-quinolinone (Compound 388); {WS-Aieuy 

20 l^t3,4-Teu^ydro-2^Atriniethyl-^phenyl-Sff-isocluDnieno[3,4-/]-3Hiui 

(Compound 390); (R^5-^Atf/)-l,23,4-Tetrahydro-2^,4-trimethyl-6-pheny]-5H- 
isochromeno[3,4-y]-3-quinoHnone (Compound 391); (i{/5-J/,4ii^ii>>5-(4-Chlorophenyl)- 
1 ^3t4'tetrahydro-3-methoxy-2^,4-uimethyi-S//-chromeno[3»4^quinoHne (Compound 
397); (/2/5-5/.4«,50-5-(4-Chlorophcny 1)- 1 ^3*4-tctrahydn>-3-niethoxy-2^,4-trimcthyl-5H- 

25 chromeno[3,4-y]quinoline (Compound 398); (/2/S-Ji'#u,5/)-5-(4-Chlorophenyl)- 1 ^,3,4- 
teti^ydro-3*propyloxy-2^,4-triniediyl-5if-chromeno[3»4-/|quinoline (Compound 399); 
(/^/5-i/,4«^«)-5-(4-Chlorophcnyl)- 1 A3,4-tetrahydn>-3-propyloxy-2^.4.trimethy l-5f/- 
chromeno[3,4-y]quinoline (Compound 400); and (/2/5-4/,5/)-3-Benzenzylidene-5-(4- 
chloropheny i>- 1 ^3,4-teu^ydix>-2»2,4-tnn^thyl-5^H:liromeno[3,4<:/)quinoline (Compound 



Representative PR agonists according to the present invention include: (Z)-5- 
ButyHdene-l^'dihydro-2^,4*tnmethyl-5H-chromeno[3,4:/)quinoline (Compound 219); (Z)- 



30 401). 
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5-Ben^lidene-l,2-dihydro-2^Atrimetbyl-5^H:hn>meiio[3,4-^ (Compound 220); 

(Z)-5-(4.Fluoiobcnzylidcnc)-l^^ihydn>-2^,4-trimcthyl-5i^^ 
(Compound 221); (Z)-S-(4-Bromotenzylidene)-U-dihydfD-2,2,4-uimethyl-^^^ 
chn>meno[3,4-^quinoiiRe (Compound 222); (Z)-5-(3-Broniobenzy]]dene)-l^-dihydro- 
2^,4-tnmethy]*5i/-chromeno[3,4-y]quinoline (Compound 223); (Z>-5-(3- 
Chlorobenzy lidene)- 1 ♦2Hlihydro-2,2,4-trimethyl-5ffK:hromcno[3,4-/|quinoIinc (Compound 
224); (2)-5-(3-Fluoroben2ylidene)- 1 ^-dihydro.2;2,4-trimethyl-5H-chromeno[3.4. 
/Jquinoline (Compound 225); (2)-5-(2-ChIorobcn2ylidene).U-dihydro-22,4.trimetfiyl.5iy. 
chromcno[3.4-/lquinoHne (Compound 226); (2)-5-(2-Bromc*enzylidcnc)-l,2-dihydn>- 
2^,4-trimethy]-5f/-chromeno[3,4-/|quinoiine (Compound 227); (Z)-5-(2- 
Fluorobenzylidene)-! ^-dihydix>-2,2,4-uimethyI.5WK:hromeno[3.4Vlquinolin (Compound 
228); (Z)-5-(2.3-Difluorobenzylidenc)-l ^Hlihydro-2^,4-trimethy|.57/'<hromeno[3^^ 
/Jquinoline (Compound 229); (2)-5-(2>Difluorobcn2ylidcnc)-i;2-dihydro-2a,4-uimcthyl- 
5tf-chromeno[3,4-/)quinoHne (Compound 230); (Z).9-Fluoio-5-(3-fluorobenzylidene)-l^- 
dibydio-2^.4-trimethyl-5^-chromeno[3,4-y]quinoIine (Compound 231); (Z).9-Fluoro-5-(3. 
mcthoxybcnzylidcnc)-U2-dihydro-2;j.4-trimethyl-5//H:hromcnoI3,^^ 
(Compound 232); (Z)-8.Ruoro-5<3-nuofort)cn^Iidenc)-UHlihydro.2;!,4-trimetfiyl-^^ 
chromeno[3.4.yiquinoline (Compound 233); (iWS-4/, 5«)-5.(4-Chlorophcnyl).U3,4- 
tetFahydro-2^,4-trimethyl-5^-K;hromeno[3.4-y]-3-quinolinone (Compound 234); (R/S-Al, 
5/)-5.(4-Chloiophcnyl).i;23Atcirahydfo-2A4-trimcthyl-JW^h 
quinolinone (Compound 235); and (A«)-5-(4^1ofophenyl).K23.4.tetrahydio.2^,4.4- 
tetramethyl-5//-chromcno[3,4-y]-3-quinolinonc (Compound 236); 5-(3-F]uon>benzyl)-l^- 
dihydro-2^,4-uimethyl.5^-chromcno[3,4-/]quinolinc (Compound 318); (ie/S>-9-Chlon>- 
l,2-dihydio-2^.4-trimethyl-5-piopyloxy-5WK:hromcno[3,4-y]quino^ (Compound 321); 
(/WS)-5-Butyl-9-chloro- 1 ,2-dihydio-2^.4-trimethyl-5/r-chromcno[3.4-y]quinoline 
(Compound 325); (/2/^5-Butyl-K2-dihydro-9-methoxy-2^.4-trimethyl-5W-chromcno[3,4. 
/Jquinoline (Compound 326); (/2/S)-9-Fluon>-l^-^hydro-2^A5-letramethyl-5if- 
chiomeno[3,4-/]quinoline (Compound 327); (/WS)-9-Chlofx>-i;j-dihydn>-2,2,4^. 
tetramethyl-5H-<:hromeno[3,4-/]quinoline (Compound 332); (/6CS)-5-(4.Bromophenyl)-9. 
chloio*l^-<lihydio-2^4-trimethyl-5/f-<:hrDmeno[3,4-/]q^ (Compound 333); {E/Sh9' 
Chloro-5-(3-chlorophenyl)- 1 *2-^ihydro-2^4-triniethyN5/f-chiomeno[3,4-/]quino]ine 
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(Cbmpound 334); (/&<S)-9<%loio-l,2Hiihydro-2;2,4-crimet^ 

chroineno[3,4-y]quinoline (Compound 335); (i!/5)-9<3i]oro*5-(4-chlon>-3-inethyipbenyl)- 
l^Hlihydro-2^,4-triTnettiy]-Stf<:liroineno[3,4-/|quinoiim (Compound 336); (R/5y9- 
Chioro- 1 *2Kiihydro-S43-(trifluoiomethyl)phenyIh2;2,4-trime%l-5tf-^^ 
/]quinoIine (Compound 337); (iS(<S>-9<ailoro-5-(3^ichlorophenyl)-]^-^ihydro-2^ 
trimethy]-S//-chromeno[3,4-/]quinoUne (Compound 338); (iMS>-9-ChlQro-l^-dihydro-5-(4- 
methoxyphenyl)-2,2,4-trimethyl-S//-chronieno[3,4-/]quinoline (Compound 339); (R/Sy9' 
ChIon>-5-(3-fluoro-4-methoxyphenyl)- 1 ♦2-dihydn>-2^.4-trimcthyJ-5^-chromeno[3,4. 
yiquinoline (Compound 340); (/wy)-9-Chloro-5-(4-fluorophenyl>-l,2-dihydio-2^,4. 
trimethyl*5^-chronieno[3,4-y]quino]ine(Compound 341); (/2(CS)-9-Chloro-5-(3-chloro-4- 
niethoxy-5-nKthylpheny))-K2-dihydro-2,2.4-triniethyl-5ffH:hron)eno[3,4^^ 
(Compound 342); (/2/^9^:Siloix>-5-(4-fluoro-3-mcthylphcnyl)-l^Kiihydro- 
5^-chromeno[3,4-/]quino]ine (Cbmpound 343); (/£/S)-9-ChIorD-5-(3-fluorophcnyl)-l^- 
d]hydro-2^»4-trimethyl-5^-chromeno[3,4-y]quino]ine (Compound 344); (/2/5)-l^-Dihydro- 
2.2,4-trimethyl*S-[(3,4-nwthy]enedioxy)phenyl]-S/fK:hiomeno[3,4]-^um 
345); (ie/5)-5K4-Chloro-3-methyli*cnyl)-l .2-diliydro.2^.4-tri^^ 

/luinoline (Compound 346); (A/5>5-(3>Dich]orophenyl)-]^Hlihydro-2^,4-trimethyI-5^^ 
chromeno[3,4-/]quinoline (Compound 349); (/{/5)-5-(3-Bromo-5-mediylphenyl)-l^- 
dihydn>-2^,4-trimethyl-Stf-chromeno[3*4-/]quinoline (Compound 350); (i2/5)-5-(3-Bromo- 
5-nuoropheny])-K2Hlihydro-2,2,4.trin)ethyI-5/f-<:hiDmeno[3^^^ (Compound 
351); (i^/5)-5-[4-Fluoro-3-(trinuoromethyl)phenyl]- 1 ^-dihydio-2^,4-trimethyl-5H- 
chromeno[3,4-/]quinoHne (Compound 353); (/WS)-9-Fluoro-l^-dihydro-2^.4-trimethyl-5- 
(3-methyIphcnyl)-5f/-chromcnoI3,4-/Jquinolinc (Compound 354); (/i/S)-l,2-Dihydro-9- 
methoxy-2^,4-trinKthyl-5-(3-methylpheny])-5^-<:hromeno[3,4-/]quinoline (Compound 
355); (/^:S>9-Fluoro-5K3-fluoix>-4-methoxypheny I)- 1 ,2-dihydro-2;2,4-trimethyN5//. 
chromeno[3,4-y]quino!inc (Compound 356); (/M^9-Fluoro-l^-dihydro-2.2,4-trimcthyl-5- 
[3-(trinuoromethyl)phenyl]-5^-chromeno[3,4-y)quinoline (Compound 357); (/^^-9-Fluoio- 
5-(4-f1uoro-3-n)ethylphenyl)- 1 ^-dihydro-2^,4-triniethyl-5^-chromeno[3,4-/]quinoline 
(Compound 358); (Z)*5K2.4.Dinuon>benzyKdene)-l^Klihydfo-2;2«4-trimethyl-5^- 
cliiomeno[3,4-/|quinoline (Compound 359); (Z)-5-(3,4-Dif]uorobenzylidene)-l^-dihydm- 
2^,4-trimethyl-5/f-chromeno[3,4-^uinoline (Compound 360); (Z)-5-(3- 
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FIuorobenzylidene^l^^.4-tetrahydro-2A4-trimethyl-5H-^^ 
(Compound 361): (Z)-5-(2.6-Difluorol)eiuyIidene>U-dihydio-2^,4-triniethyl-5ff- 
chroineno[3.4-/)qttino]iiie (Compound 362); (Z)-U,.Dihydn>-S-(2-inethylbeiizylidene)- 
2^.4-triiTietbyl-5f/-chroineno[3.4-/]quinoline (Compound 363); (Z)-9-Chloit)-5.(2^ 
difluorobenzyiidene)-! .2-dihydio-2,2.4-triinethyi-5HH:hronieno[3.4-/l^^ (QMnpound 
365);(2)-5-BenzyHdene-9-chloro-U-dihydTo.2A4-trimcthyl-5«H:hromeno[3,4-/IquinoU^ 
(Compound 366); (2)-9-ailoix)-l^-dihydit>-2^,4-trimethyI-5-(2-methylbcn2yiidene)-5H- 
chromeno[3.4-/]quinoline (Compound 367); (2)-5-Benzylidene-9-chIoro-l,2-dihydio-2,2- 
diniethyl-5/f-chromenoI3.4-y)quinoline (Compound 368); (Z)-9-Chloro-5-(2- 
fluorobenzylidcne)- 1 .2-dihydro-2^.4-trimethyI-5H-chronienot3.4-/lquinoline (Compound 
369); (Z)-9-Chloro-5-(3-fluorobenzylidene)- 1 ^-dihydro-2^.4-trimethyl-5ffK;hromenof 3.4- 
/Iquinoline (Compound 370); (£ZZ)-5-Benzylidene-9-nuoro-1.2-dihydn>-2.2.4-trimethyl- 
SA-chromeno[3.4-/|quinoline (Compound 371); (Z)-5-Bcnzylidene-8-nuoro-1.2-dihydn>. 
2.2.4-trimethyl-5#-chromeno[3,4-/]quinoline (Comp<Nind 372); (Z)-5-Benzylidcne-1.2- 
dthydro-9-methoxy2.2.4-trimetiiyl-5ff-chromeno[3.4-/|quino]lne (Onnpound 373); (2)-9- 
Ruoio.U-dihydro-2^,4-trimethyl-5K2-nMrthylbenzyIidene)-5ffH:hi^ 
(Compound 374); (Z)-8-Huoro-UsIihydix>-2,2.4Mrimcthyl-5-{2-methylbeaizylldcne).5/^- 
chromeno[3.4-/]quinolmc (Ctompound 375); (Z).U-Dihydio.9-methoxy-2A4-trimethyI-5- 
(2-Riethylben^lidene)-Stf-chromenop.4-/|quinoline (Compound 376); (Z)-(iWS)-5-(3. 
FluorDbenzyIidcne)-IA3Atetndiydro-2A4-trimcthyI-5»-chromeno[3.4-/^3^m^^ 
(Compound 389); (ZH/W5)-5-(BenzyUdene)-l A3.4-teirahydio-2^,4-lrimethyI-5ff- 
chromcno[3,4-yi-3-quinolinone (Compound 392); (IZ/5-4/,5u)-S-(3-Fluoroplieny])- 1.23.4- 
tetrahydro-2.2,4-trimethyl-5«-chromeno{3.4-/|-3-quinolinone (Compound 393); {R/S-4l.5i)- 
5-(3-Fluorophenyl)- 1 .23.4-tetrahydro.2.2.4-trimethyl-5«-chn)meno[3.4-/l-3-quinolinonc 
(Compound 394); (/i/5-//.50-1.23.4-Tetrahydro-2.2.4-trimethyl-5-t3- 
(triflu<Momethyl)pheny]>Stf-chromeno[3.4-/]-3-quinolinone (Compound 395); (R/S-4l,5u}- 
lA3.4-Tetrahydro-2,2,4-trimethyl-5-t3-(trinuoromethyl)phenylJ-5«-chromeno[3.4-y)-3- 
quinolinone (Compound 396); (ie/S-/Uii)-5-(4-Chloiophenyl)-1.2.3.4-tctrahyd«>-2.2,4- 
trimethyl-Sir-cluomeno[3.4-/1.3-quinolinone (Onnpound 402); (JVS-*/4y)-5-(4. 
Chlorophenyl>l,23,4-tetrahydit>-2A4-trimethyl-5#-chromeno[3,4-/l-3-quinolinone 
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(Compound 403); and (/V5>S-Buty]-l^-^ihydro-2^4,9^etram^y]-5/r-<hi^ 
/Iquinoline (Compound 457). 

Representative AR modulator compounds (i.e., agonists and ant^onists) according 
to the present invention include: l^-Dihydro-2J,4-trimethyI-6-methoxymethyl-8- 
pyranono[S,6-g]quino]ine (Compound 237); ]«2-DihydrD-2^,4-dimethyl-6-trinuoromethyl- 
8-pyranono[5,6-g}quinoline (Compound 238); l^-Dihydro-2^,4*trimethyl-]0- 
lsocouniarino[43-g]quinoline (Compound 239); l^-Dihydro-2»2,4-trtniethyl-]0- 
isoqu]no)ono[43-glquinoHne(Compound 240); l^-Dihydro-2^,4,6-tetramcthyl-8- 
pyridono[5«6-^]quinoline (Compound 241); l^-Dihydro-10-hydroxy-2,2,4-trimethyM0//- 
i$ochromeno[43-^]quinollne (Compound 242); 1, 2-Dihydro-2;2,4,6-tetramethy!*8H- 
pyranoI3^-^Jquinoline (Compound 243); (/J/^1^3,4-Tetrahydro-2,2.4-trimethyM0- 
isoquinolono[43-£]quinoline (Compound 244); l^-Dihydro-2^,4-trimcthyl-10- 
thioisoquinolono[4,3-^]quinoline (Compound 245); (+)-l»2»3,4-Tetrahydro-2^,4-irimethyl- 
10-isoquinolono[4,3*^]quinoline (Compound 246); U2-Dihydro-2.2,4-trimcthyl'6- 
trif]uoromethyl-8-pyrid<Mio[5,6-^]quinoline (Compound 247); (/e/S)-l^,4-Tctrahydfo- 
2,2,4-Uimethyl-6-trifluoromethy]-8-pyranono[5,6-^]quinoHne (Compound 250); 1»2- 
Dihydro-2,2,4-tnnnethyl-6-trifluoromethyl-8-thiopyranono[5,6>g]quinoHne(Co^ 
25 1 ); (R/Sy 1 ^3 ATetrahydro-2^,4-trimethy l-6-tfinuofoniethyl-8-thtopyranono[^ 
glquinoline (Compound 252); 6-Chloro(dif]uoro)methy]-l^-dihydio-2,2,4-trimethy]-8- 
pyranono[5«6-^]quinoline (Compound 253); 9-AcetyM^-dihydro-2^,4-trimethyl-6- 
trifluoromediy]-8-pyndono[5,6-g]quinoIine (Compound 254); 1,2-Dihydit>-2^4,10- 
tetramethyl-6-trifluoromethyl-8-pyridonoI5,6-f ]quinoline (Compound 255); 1^-Dthydro- 
2^,4-thniethyl-^Ui;2»2^-pentafluoroethyl)-8*pyranono[5,6-g]quinoline (Compound 256); 
(/2/5)-6-Chloro(difluoro)mcthyl- 1 •2»3.4-tcttahydix>-2^,4-trimcthy l-8-pyranono[5,6- 
glquinoiine (Compound 257); 7-ChIofo-l»2-^ihydro-2»2,4-uiniethyl-6-trinuoroniethyl-8- 
pyranono[5,6-glqumoline (Compound 258); (/2/5)-7-Chloro-1^3,4-tetrahydit>-2,2.4- 
trimethyl-6-u4f1uoromethy]-8-pyranonp[5,6-^]quinoiine (Compound 259); 1»2,3,4- 
Tetrahydro-2,2,4-trimethyl-6-trifluoromethyl*8-pyridono[5«6-g]quinoline (Compound 260); 
1 *2-Dihydio-2^ A9-tetraniethyl-6-trinuoroniethyl-8-pyridono(5,6-g]quinoline (Compound 
26 1 ); 1 ,2-Dihydro-2»2,4-trimethyl-8-trifluoioniethyl-6-pyridono[5,6-g]quinolifie 
(Compound 262); 6-[Dichloro(ethoxy)nnethyl]-l,2Klihydio-2^«4*trinMithyl-8-pyranono[5,^ 
glquinoiine (Compound 263); 5-(3-Furyl)-l^-dihydro-2;!.4-trimetfiyl-8-pyranono[5.6- 



W09&194S8 



PCT/US9S/16096 



43 



«]quinoUiie (Compound 264); U-Dihydro-l,2A4-tetnmiclhyI-6-trinuoroinethyI.8- 
pyranonoI5,6-gJquinoline (Compound 265); l,2-Dihydn>.6-trifluoromethyl-2^.4-trimethyI- 
9-tiiiopyian-8-<mo[S.6-;] quinoline (Cmnpound 266); l^-Dihydio-U^4.9-pentamethyI-^ 
trifluoromethyl-8-pyridono[S.6-;]quinoline (Compound 267); 7-Chloro-]^-dihydio-2^.4- 
trinwthy]-6-trifluoromethyl-8-pyridono[5.6-;]quinoline (Compound 268); and 6- 
ChIoro(dinuoro)methyl- 1 ^-dihydn)-2A4-trimethyl-8-pyridono[5,6-rfquinolinc (Compound 
269); (iWS)- 1 ^.3,4-Tetrahydro. 1 .2^.4-tetnunethyI^trinuoromethyl-8-pyranono[5.6- 
gjquinoline (Compound 404); («/5)-5-(3-FuiyJ)-l^^,4-tetrahydro-2^.4-uimetliyl-8- 
pyranono[5.6-«]quinoline (Compound 405); 5-(3-Fuiyl)-l.2-dihydn>-I,2^.4-tetramcthyl-8- 
pyranono[5.6-g]quinoline (Compound 406); 5-(3-Fuiyl)-U-dihydro-1.2^.4-tetramcthyI-8- 
th;opyranono[5,6-^]quinoline (Compound 407); 6-Chloro-5-(3-furyl)-1.2-dihydix>-l. 2,2.4- 
letramethyI-8-pyranono[5.6-;]quinoline (Compound 408): J,23,4-Tctrahydro-2,2.4,]0- 
tetramediyl-6-trinu(»omethyl-8-pyridono[5.6-g)quinoiine (Compound 409); (/?/5)-l .23.4- 
Tetrahydit>^n»thyl-6-trifluoromclhyl-8-pyranonoI5.6-ylquinoline (Compound 410); 1.2- 
Dihydto-2.2-dlmethyl-6-trinuoromethyI-8-pyranono[5.6-«Jquinolinc (Compound 411); 
U.3.4-Tetrahydro.2^imethyl-6-lrinuoroniethyl-8-pyranono[5,6-rtquinoiin 
412); i;23.4-Tetrahyd«>^irifluonmietlqrl-8-pyranono[5.6-riquinoline (Compound 4 13); 
(«/S).4-EthyI-U.3,4-tetrahydro-6-trinuofomethy|.8-pynfflono[5.6-g]quinoline(C 
414): (^5)-U3.4-Tetraliydro-1.4.diniethyl-8-pyranono(5,6-rfquinoline (Compound 4 15); 
(/yS)-4-Ethyl-1.23.4-tetrahydio-l-methyI-8-pyranono[5.6-«lquinoline (Compound 416); 
2.2 Dimethyl- 1 ,2,3.4-tetrahydn>-6-trinonHnediyl-8-pyridono[5.6./lquinoline (Compound 
4 1 7); (/2/S)- 1 .2.3,4-tcti^ydro.6-trinuoronieUiyJ-2,2,4-trimethyl-8-pyridonoI5,6-/l-3- 
quinolinone (Compound 418); 5-Trinuoromethyl.7-pyridono[5.6.elindoline (Compound 
419); 8-(4-Chlorobenzoyl)-5-ttifluoromethyI.7-pyridono[5.6-e]indoline (Compound 420); 
7-»err-ButyIoxycart>amoyl-1.2-dihydro-2.2,8-trimethylquinoline (Compound 421); 1.2,3.4- 
Tetrahydro-6-trinuoromethyi-8-pyridono[5.6-Jlquinoline (Compound 422); 1.2.Dihydn>-6- 
trifluoiometbyl-1.2.2.4-tetramethyl-8-pyridono[5.6-/)quinoline (Compound 423); 3,3- 
I>imethyl-5-triflttoromethyl-7-pyridono[5.6-e)indoline (Compound 424); (/i/S)- 1.2.3.4- 
TetrahydiD-4-mediyl-6-(trifluon>methyl)-8-pyridono[5.6-;]quinoIine (Compound 425); 
(iV5>-1^3.4-Tetrahydfo-4-methyl-6-(triOuoionw%l)-8-pyridono[5.6-£]quino]ine 
(Compound 426); 1 A2,-Trim«hyl-1.23.4-tetrabydiD-6-trinuiomethyl-8-pyianono[5.6- 
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£]quinoIi ne (Compound 427); (R/Sy 1 ,23*4-Temdiydro-4-pn>pyl-6-trifluoroinethy 1-8- 
pyranono[S,6-g]quinoline (Compound 428); ],2,3.4-TetrahydrD-2,2,4-trimethyI-6- 
trifluoromethy]-9-thiopyian-8-ono[5.6-^]quinoline (Compound 429); 1 ,2-Dthydfo- 1,2,2,4- 
tetraniethyl-6-trifluoromethyl-f^thiopyran-8K>no[5,6-g]quinoline (Compound 430); 1,23.4- 
5 Tetrahydro- 1 ,2,2-trimethy l-6-trifluoromethyl-8-pyridono[S,6-^]quinoiine (Compound 43 1 ); 
1 ,23«4*Tetrahydix>- 1 -methy)-4-propyl-6-trifluoromethy l-8-pyiwono[5,6^^ 
(Compound 432); l,2,3,4-Tctrahydro-l(>-hydroxyniethyl-2,2,4-irimethyI-6-trifluoromeA^ 
8-pyndono[5,6-^]quinoline (Compound 433); 1 ,2,3t4-Tetrahydro-l ,2;2,4-tetramethy1-6- 
tnfluoromethyN9-thiopyran-8-ono[5,6-^]quinoiine (Compound 434); 1,2,3,4-Tetrahydro- 

1 0 2,2,9-trimethyl-6-uifluoromediyl-8-pyridono[5,6-g]quinoIine (Compound 435); (R/Sy 
1 ,2,3,4-Teti^ydro-3-methyi-6-trifluoromethy]-8-pyridono[5,6-^]quinoline (Compound 
436); I ^ ,3,4-Tetrahydit>-3,3Kiimcthyl-6-trifluoromcthyl-8-pyridono[5,6-^]quinoIine 
(Compound 437); (A/5)],23.4-Tetrahydix>-2,2,3-tnmeUiyl-6*trifluoromethyl-8- 
pyridono[5,6-^]quinoline (Compound 438); (i{/5-2/,4ii)-l,23«4-Tetrahydro-2,4-dimethyl-6- 

1 5 trifluoromethy l-8-pyridono[S,6-g]quinoline (Compound 439); (it/5-2/,4ii)-4-Ethyl- 1 ,23*4- 
tetrahydio-2-meUiyl-6-trifluoronMlhyl-8-pyranono[5,6-g]qumoHn^ (Compound 440); (R/S- 
2l,3u)- 1 ,23 ATeti^ydro-23-dimethyI-64rifluoroni^yl-8-pyridono[S,6-;]quinoline 
(Compound 441); (iS/5-2/3/)-l,23«4-Tetrahydro-2,3-dinnethyl-6-trifluonnnet^^ 
pyridono[5,6-;]quinoHne (Compound 442); (iC/S)-l,23,4-Tetrahydro-2,33-Uimethyl-6- 

20 trifluoromeChyl-8-pyridono[5,6-g]quinoHne (Compound 443); (X/5)-l ,23»4-Tetrahydix>-2- 
methy)>6-trifluoromethyl-8-pyridono[5,6-g]quinoline (Compound 444); (/Z/5)-4-Ethyi- 
1 »23»4-tetrahydro-6-tnf1uoromethy!-8-pyridono[5,6-g]quinonne (Compound 445); (/Z/5-2/, 
3uy 1 ;23»4-Tetrahydio-23f9-trimethyl-6-trifluoron)ethyl-8-pyridono[5»6^^ 
(Compound 446); (/2/5)-l,23,4-Tetrahydro^propyl-6-Uifluoromediyl-8-pyndono[5,6- 

25 g]qumoltne (Compound 447); (/V5)-3-Ethyl- 1 ,23,4-tctrahydn>-2,2-dimethyl-6- 

tnfluoromethyI-8-pyridono[5,6-g]quinoline (Compound 448); (J?/5)-l,23,4-Tetrahydro-2,2- 
dimethyl*6-trifluoromethyl-3*propyl-8>pyridono[5,6-g]quino]ine (Compound 449); and 1- 
Methyl-S-trifluoromethyl-7-pyridono[5,6-/|tndoIlne (Compound 450). 

Compounds of the present invention, comprising classes of quinoHne compounds 

30 and their derivatives, that can be obtained by routine chemical synthesis by those skilled in 
the art, e.g., by modification of the quinoiine compounds disclosed or by a total synthesis 
approach. 
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The sequence of steps for several general schenies to synthesize the compounds of 
the present invention are shown below. In each of the Schemes the R groups (e.g., R^ R^. 
etc...) correspond to the specific substitution patterns noted in the Examples. However, it 
will be understood by those skilled in the art that other functionalities disclosed herein at the 
indicated positions of compounds of formulas I throught XVITI also comprise potential 
substituents for the analogous positions on the stnictures within the Schemes. 
Scheme I 

'^'^^^jj^ HN03,H2S04 ^'"^jf^ H2.Pd/C '''"TT^ 



10 



15 



CH 

acetone 



NO2 ^^NHj 
2 3 ' 



■^c^- 

4 H CHa N cH, 



The process of Scheme I begins with the nitration of an aiene (stracture 1) with, for 
example, nitric acid in combination with sulfuric acid. The nitro compound (strucnire 2) is 
then reduced to the conesponding aniline (stnicture 3) with, for example, hydrogen over a 
metal catalyst such as palladium on carbon. The aniline is converted to a I,2-dihydro-2A4- 
trimethylquinoline (structure 4) by treatment with acetone and a catalyst in a process known 
as the Skraup reaction. R.H.R Manske and M. Kulka, "The Skraup Synthesis of 
Quinolines". Organic Reactions 1953. 7, 59, the disclosure of which is herein incorporated 
by reference. The catalyst may be an acid, such as p-tolucnesulfonic acid, hydrochloric acid, 
sulfuric acid, or trifluoroacetic acid, or preferably the catalyst may be iodine. The 
20 dihydroquinoline may be reduced with, for example, hydrogen catalyzed by a metal catalyst 
such as palladium on carbon, to afford a U3,4-tetrahydro-2,2,4-trimethylquinoline 
(structure 5). Note that many nitro compounds (stnicture 2) and anilines (structure 3) are 
commercially available, and the synthesis of compound of structure 4 would thus start with 
the cormnefcially available material. 
25 Scheme U 
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The process of Scheme n begins with the conversion of 4-bronioaniline (Compound 
5 6) to 6-bromo-l ^-dthydro-2^,4-trimethylquinoltne (Compound 7) by treatment with 

acetone and a catalyst as described above (the Sioaup reaction). The aniline nitrogen is then 
protected. For example, protection as the /-butyl carbamate requires deprotonation with a 
strong base, for example* n-butyllithium, followed by reaction with di-r-butyldicart>onate to 
afford the protected quinoline (Compound 8). The bromine of Compound 8 is then replaced 
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with lithium by a lithium-halogen exchange reaction with an alkyllithium. for example, /- 
butyliithium. The organoHthium intemiediate is then allowed to react with a trialkylboiate 
such as irimethylborate to afford, after mild acid hydrolysis, the boronic acid (Cbropound 9). 
Treatment of Compound 9 with an aiyl. heteroaryl, or vinylbromide compound in the 
5 presence of a catalytic amount of a palladium species, for example, 

tetFakis(triphenylphosphine) palladium, and aqueous base afTords a 6-substituted quinoline 
(structure 10), via a so-called Suzuki crossed-coupling. 5^ A. Suzuki, "Synthetic Studies 
via the Cross-Coupling Reaction of Organoboron Derivatives with Organic Halides\ Pure 
AppL Chenu 1991, 63, 419, the disclosure of which is herein incorporated by reference. 
1 0 Dcprotcction of a compound of structure 10 with acid, for example, trifluoroacetic acid 
affords the 6-substituted- 1 ,2-dihydro-2,2,4-trimethylquinoline (structure 4). 

Alternatively, the C(4) methyl group of a compound of structure 10 may be oxidized 
with, for example, selenium dioxide to afford the 4-(hydroxymethyl)quinoIine (structure 
11), which may in turn be converted to the corresponding bromo compound (structure 12), 
15 for example with triphenylphosphine and carbon tetrachloride. The bromine atom of a 
compound of structure 12 may be replaced with an alkyi, aryl, or heteroaryl group by 
treatment with the corresponding oi^ganomagnesium compound in the presence of a copper 
salt such as copperd) iodide. Removal of the protecting group with acid, for example, 
trifluoroacetic acid affords the 4,6-disubstituted-l,2-dihydro-2,2,-dimcthylquinoline 
20 (structure 13). 
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Scheme HI 




S The process of Scheme III involves the direct coupling of Compound 8 with an 

organoboron species, for example phenylboronic acid, in the presence of a palladium 
catalyst such as tetrakis(triphenyli^osphine)palladium and a base such as potassium 
carbonate. The coupled product (structure 10) is then deprotected with acid, for example, 
trifluoracetic acid, to afford the dihydroquinoline 4. 

10 

Scheme IV 




15 



The process of Scheme IV begins with a polycyclic aromatic nitro compound 
(stnicture 14) and is similar to the conversion of compounds of structure 2 to compounds of 
structure 4 (Scheme I). Thus, reduction of the nitro group with, for example, hydrogen over 
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a metal catalyst such as palladium on cartx>n. followed by cyclization with acetone in the 
presence of a catalyst such as iodine affords two regioisomeric dihydroquinolines (structures 
16 and 17). 

Scheme V 




18 122 



The process of Scheme V involves the reduction of an ester such as Compound 18 to 
the corresponding methyl alcohol (Compound 122) with a metal hydride reagent, for 
example, diisobutylaluminum hydride or lithium aluminum hydride. 

Scheme VI 




19 20 



The process of Scheme VI involves the reduction of the fluorenone (structure 19) to 
a fluorenol (structure 20) with a reducing agent, for example a metal hydride such as 
diisobutylaluminum hydride, sodium borohydride. or lithium aluminum hydride. 
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The process of Sdieme VII involves the preparation of a fluorene from acyclic 
5 precursors. The process of Scheme VII begins with the copper-nnediated coupling of 
n)ethyl-2-bromo-5-fluorobenzoate (Compound 21) with 2-fluoroiodobenzene (Compound 
22) with» for example, copper powder at elevated temperatures, a process known as an 
Ullman coupling reaction. 5^ M. Sainsbuiy, "Modem Methods of Aryl-Aryl Bond 
Formation-, Tetrahedron 1980, 36, 3327. the disclosure of which is herein incorporated by 
10 reference. Hydrolysis of the methyl ester with base, for example, potassium hydroxide, 
affords the corresponding 2-btphenylcarboxylic acid (Compound 23). Intramolecular 
Fretdel-Crafts acylatton of the corresponding mixed anhydride, prepared by treatment of 
Compound 23 with, for example, thionyl chloride followed by a strong acid such as 
trifluoromethanesulfonic acid (See B. Hulin and M. Koreeda, *'A Convenient, Mild Method 
1 5 for the Cyclization of 3* and 4-Arylalkanoic Acids via Their Trifluoromethanesulfonic 
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15 



Anhydride Derivati ves^ J. Org. Chem. 1984, 49, 207, the disclosure of which is herein 
incorporated by reference), affoids 2,5-difluorof]uorenone (Compound 24). Nitration of 
Compound 24 with, for example, concenuated nitric acid affords 4,7-difluoro-2- 
nitrofluorenone (Compound 25). Reduction of Compound 25 with, for example, hydrogen 
over a metal catalyst such as palladium on carbon, affords the corresponding aniline 
(Compound 26). Conversion to the dihydroquinoline with acetone and a catalyst such as 
iodine, followed by reduction of the ketone with a reducing agent such as 
diisobutylaluminum hydride, affords Compound 132. 

Alternatively, the ketone functionality of Compound 26 may be exhaustively 
reduced to the methylene compound (Compound 27) with, for example, hydroiodic acid, red 
phosphorous, and acetic acid. ^ M J. Namkung, T.L. Fletcher and W.H. Wetzel, 
''I>erivativesof Fluorene. XX. Fluorofluorenes. V. New Dinuoro-2-acetamidofluorenes 
for the Study of Carcinogenic Mechanisms", J. Af£^. Chenu 1965, «, 551, the disclosure of 
which is herein incorporated by reference. 

Scheme VIII 




NaH. R^X 




CH3 



28 



29 



The process of Scheme VIII involves the alkylation of N(5) of an indolo[2,3- 
y]quinoline (structure 28) by deprotonation with a strong base, for example, sodium hydride, 
followed by alkylation with an alkylating agent such as iodomethane. 
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SdiemelX 




33 



5 The pnxress of Scheme IX begins with the nitration of 2*biphenylcarfooxy]ic acid 

with, for example, concentrated nitric acid, to afford a mixture of nitro compounds, 
including 4,2'-dinitn>-2-biphenylcarfooxylic acid. The crude material is heated to ]Sa-170''C 
in a high-boiiing solvent such as dimethylacetamide to effect cycHzation of 4,2*-dinitro-2- 
biphenylcart>oxylic acid to the corresponding benzocoumarin. G.I. Migachev, 

10 "Investigations in the Scries of Ortho-Subslituted Bi-pheny Is. I. Nitration of 2- 

Biphenylcarboxylic Acid and the Chemical Properties of its Nitro Derivatives", ZJu 
Organich, Khim. 1979, 75, 567, the disclosure of which is herein incorporated by reference. 
Reduction of the nitro group with, for example, hydrogen over a metal catalyst, affords 
Compound 31. Treatment of Compound 31 with acetone in the presence of a catalyst, for 

15 example, iodine, affords Compound 159. The addition of an organometallic reagent, such 
as an oiganolithium or organomagnesium reagent, to Compound 159, affords an 
intermediate which may lie reduced by a trialkylsilane, such as triethylsllane, in the presence 
of a strong protic acid such as trifluoroacetic acid or a Lewis acid such as boron trifluoride. 
One or both of two regioisomeric products, structures 32 and 33, are thus obtained. 
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Scheme X 





The process of Scheme X involves the reduciion of a dihydioqumoline (structure 32) 
5 to a mixture of two diastereomeric 1 »2;3,4-tcu^ydroquinolincs (structures 54 and 35) with, 
for example, hydrogen over a meta] catalyst such as palladium on cartx>n. 



10 



[rest of page left purposely hlank] 
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Scheme XI 



R'^ ^OCHa 1) n -BuU. THF. -78 



Br 



CO2CH, 



38 



2) B(OCHj)3 

3) HjO* 



37. 2.0 M NajCOa. DME 
{Ph3P)4pd(cal) 



B{OH)2 



37 




1) KOH. EtOH, H2O. THF 

2) SOCI2 

3) AICI3 

4) Pd/C, Hj 




acetone. I2 



120 




1) RMet 



CH 



41 



II CH3 



'3 2) BF3-Et20. EtaSiH 




5 The process of Scheme XI involves the preparation of benzocoumarins from acyclic 

. precursors. Thus, an ortho-bromoanisole (structure 36) is iithiated with an alkylHthium, for 
example, it-butyllithium, and allowed to react with a trialkylborate such as trimethylborate. 
Hydrolysis of the intermediate with acid, for example, dilute hydrochloric acid, affords the 
corresponding boronic acid (structure 37). Palladium-catalyzed coupling of a 2- 

10 methoxyphenylboronic acid (structure 37) with methyl 2-bromo-S-nitrobenzoate 

(Compound 38) with a palladium catalyst such as tetrakis(triphenylphosphine)palladium and 
an aqueous base such as aqueous potassium carbonate, affords the biphenyl carboxylate 
(structure 39). Hydrolysis of the ester with base, for example, potassium hydroxide, is 
followed by conversion of the acid to the acid chloride with, for example, thionyl chloride. 

15 Intramolecular acylation is then effected by a Lewis acid such as aluminum trichloride. 
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Reduction of the nitio group with, for example, hydrogen over a metal catalyst, affords die 
desired aniline (structure 40). Treatment of compounds of structure 40 with acetone and a 
catalyst such as iodine affords the dihydroquinoline (structure 41). The addition of an 
organometallic reagent^ for example an organolithium or oiganomagnesium reagent, to a 
compound of structure 41, followed by u^tment of die intermediate with a strong protic or 
Lewis acid and a trialkylsilane, for example, boron trifluoride and triethylsilane, affords a 
compound of structure 42. 

Scheme XII 




The process of Scheme XII is an alternative synthesis of compounds of structure 40. 
Thus, direct coupling of a 2-methoxyphenylborDnic acid (structure 37) with 2>bromo-5- 
nitrobenzoic acid (Compound 43) affords tiic biphenylcarboxylic acid (stnicture 44). 
Treatment of a compound of stnicture 44 with, for example, ihionyl chloride, followed by 
the addition of a Lewis acid, for example aluminum trichloride, and reduction widi, for 
example hydrogen over palladium on carbon, affords compounds of stnicture 40. 
Compounds of strocture 40 may be converted to compounds of stnicture 42 as described in 
Scheme XI. 




5 The process of Scbeme XIII involves the addition of an organometallic reagent, for 

example an organomagnesium or organolithium reagent, to a compound of structure 41* 
Dehydration of the intermediate thus derived may be catalyzed by an acid, for example, 
pani-toluenesulphonic acid, to afford compounds of structure 45. 

10 SdiemeXIV 




"^^^'^^ PCT/US»5/16a96 

57 



The process <rf Scheme XIV involves the lednction of a compound of stnictuie 41 
with a metal hydride, for example, diisobutylaluminum hydride, to afford a compound of 
structure 46. Tieatment of a compound of structure 46 with an alcohol such as methanol or 
a thiol sttdi as propanethioi in the presence of an acid such as /Mini-toluenesulphonic add 
affords a compound of structure 47 (Xs O or S). Treatment of a ketal of structure 47 (X=0) 
with an allyl silane and a Lewis acid sudi as trimethylsilyl trifluoiomedianesulfonate affords 
a compound of structure 48. 

Scheme XV 
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The process of Scheme XV begins with the protection of the nitrogen atom of a 
compound of structure 42, which involves deprotonation with a strong base, for example, n- 
butyllithium, followed by reaction with an anhydride, for example, di-ierr-butyl dicarbonate. 
Hydroboration of a compound of structure 49 with a borane species, for example, borane- 

5 tetrahydrofiiran, followed by an oxidative work-up using, for example, basic hydrogen 
peroxide, affords a mixture of two diastereomeric 3-hydroxyltetrahydroquinolines 
(structures 50 and 51). Separation of the isomers followed by oxidation with typical 
oxidant, for example, pyridinium chlorochromate, and deprcrtection with a strong acid, for 
example, trifluoroacetic acid, affords compounds of structures 52 and 53. 

10 Alternatively, a compound of structure 50 or 51 may be oxidized with, for example, 

pyridinium chlorochromate, deprotonated at the C(4) position with a strong base such as 
sodium hydride, and alkylated with an alkylating agent such as iodomethane. Deprotecuon 
with strong acid, for example, trifluoroacetic acid then affords a compound of structure 54. 

15 



[rest of page lefl purposely blank] 
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Scheme XVI 




The process of Scheme XVI begins with the reduction of a nitro aromatic compound 
of structure 55 with, for example, hydrogen over a metal catalyst such as palladium on 
carbon. Treatment of an aniline of structure 56 with acetone and a catalyst such as iodine 
affords a compound of structure 57. A compound of structure 57 may be converted to the 
corresponding thio-compound (structure 58) by treatment with Lawesson*s reagent [2,4- 
bis(4.mcihoxyphenyI)-l,3-dithja-2,4-diphosphetane-2,4.disuiridc). ^B.S. Pcdeiscn.S. 
Scheibye, K. Clausen and S.O. Lawesson, "Studies on Organophosphonis Compounds. 
XXn. The Dimerof;>-Methoxyphcnylthionophos-phine sulfide as Thiation Reagent. A 
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New Route to O-Substituted Thioesters and Dithioesters", BtdL Soc. Chmu Belg. 1978, 87^ 
293, the disclosure of which is herein incoqxmted by reference. 

Alternatively, N(9) of a compound of structure 57 (YsN) may be alkylated by 
deprotonation with a strong base, for example, sodium hydride, followed by alkylation with 
5 an alkylating agent such as iodomethane. 

Alternatively, N(]) of a compound of structure 57 (Y=0) may be alkylated by 
deprotonation with a strong base» for example, sodium hydride, followed by alkylation with 
an alkylating agent, for example, todomethane, to afford a compound of structure 60. In 
addition, N( I ) of a compound of structure 57 (Y=0) may be alkylated by treatment with an 
10 aldehyde or paraformaldehyde in the presence of sodium cyanoborohydride and acetic acid. 
Sec R.O. Hutchins and N.R. Natale, "Cyanoborohydride. Utility and Applications in 
Organic Synthesis. A Review", Org. Prep, Proced Int, 1979. 77, 201, tfie disclosure of 
which is herein incorporated by reference. 

Alternatively, the C(8) ester group of a compound of structure 57 (Y^sO) may be 
15 reduced with a metal hydride, for example, diisobutylaluminum hydride, to afford one or 
both of two compounds (structures 61 and 62). 

Alternatively, the C(3)-C(4) olefln of a compound of structure 57 may be reduced 
with, for example, hydrogen over a metal catalyst such as palladium on carbon, to afford the 
1,2,3,4-tetrahydroquinoline (structure 63). 

20 

[rest of page left purposely blank] 
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Scheme XVn 

O 




70 




71 



The process of Scheme XVII begins with the acylation of a 3-nitrophenol (structure 
64. Y=0) or 3*nitr(ianiline (structure 64, Y=NH) with an acylaiing agent, for example, di- 
rm-bu^l dicarbonate or trimethylacetyl chlwide. to afford a compound of stnicture 65. 
Reduction of the nitro group with, for example, hydrogen over a metal catalyst such as 
palladium on carbon, affords the corresponding aniline (stnicture 66). Treatment of a 
compound of structure 66 with acetone and a catalyst such as iodine affords a compound of 
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Structure 67. Deprotection by either acid or base» followed by treatment of the 
corresponding aniline or phenol with a P-too ester (structure 68) in tfie presence of a Lewis 
acid such as zinc chloride, affords one or more of four compounds (structures 57, 69, 70, 
and 71). The cyclization of a phrool as described above is known as a Pbchmann reaction. 

5 Ssg S. Sethna and R. Phadke, "The Pechmann Reaction", Organic Reactions 1953, 7, 1 , the 
disclosure of which is herein incorporated by reference. The cyclization of an aniline as 
described above is known as a Knorr cylization. Sge G. Jones, "Pyridines and their Benzo 
Derivatives: (v) Synthesis'*. In Comprehensive Heterocyclic Chemistry^ Katritzky, A. R.; 
Rees, C. W., cds. Pergamon, New York, 1984. Vol. 2, chap. 2.08, pp 421-426, the 

10 disclosure of which is herein incorporated by reference. A compound of structure 69 may 
be converted to a compound of structure 57 by treatment with an acid, for example, para- 
toluenesulphonic acid. In addition, a compound of structure 71 may be converted to a 
compound of structure 57 by treatfnent with, for example, para-chlorophenol. 



[rest of page left purposely blank] 
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Scheme XVm 



67 




de-protect 



O O 

R' 68 
Lewis acid 





The process ofScheme XVIH begins with the reduction of a compound of structure 
67 with, for example, hydrogen over a metal catalyst such as palladium on carbon. 
Deprotection by either acid or base, followed by treatment of the corresponding aniline or 
phenol with a p-kcto ester (structure 68) in the presence of a Lewis acid such as zinc 
chloride, as described above in Scfaeme XVH. affoids one or more of four compounds 
(structures 63. 73, 74. and 75). 



10 
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Scheme XK 




The process of Scheme XIX involves the conversion of a compound of stnicture 63 
to the connesponding thio-compound (stnicture 78) by treatment with Lawesson s reagent 
[2,4-bis(4-methoxyphenyl)-]3-dithia-2,4Kltiriiosphetane*2,4-disuiride]. 

Scheme XX 




78 



The process of Scheme XX begins with a protected 6-aiyM »2-dihydro-2^.4- 
tnmethylquinoline (stnicture 77), which can be prepared as described in Scheme n. 
Hydroboration of a compound of stnicture 77 with a borane species, for example, borane- 
tetrahydrofuran, followed by an oxidative woric-up using, for example, basic hydrogen 
peroxide, affords a 3-hydroxyItetrahydroquinoline (structure 78). Oxidation of the alcohol 
with a typical oxidant, for example pyridinium chlorochromate, and deprotection with a 
strong acid such as trifluoroacetic acid affords a compound of structure 79. 
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Scheme XXI 





The process of Scheme XXI begins with a palladium-catalyzed crossKmipling 
reaction of an aiyl boionic acid (a compound of structure 80) and a 4-bromoaniUne (a 
compound of structure 81) using, for example. tetrakis(triphenylphosphinc)palladium as the 
catalyst, to afford a subsUtuted 4-aminobiphenyl (a compound of structure 82). A Skraup 
rtiaction using an alkyi mediyl ketone, for example acetone or 2-butanone. affords a 
1 0 compound of structure 83. 
SchemeXXII 
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The process of Scheme XXII begins wiih a Skraup reaction using 4-broino-2- 
meOiylaniline (Compound 84) and acetone to afford Compound 85. A palladium-catalyzed 
cross-coupling reaction using* fcH* example, tetrakisttriphenylphosphine) palladium as the 
catalyst, between an aryl boronic acid (a compound of structure 80) and Compound 85 
affords a compound of structure 86. 

Scheme XXIII 




88 (R»aH) 



The process of Scheme XXm involves the reaction of an aminobenzocoumarin (a 
compound of structure 87) with a propargyl acetate in the presence of a copper salt, such as 
copper(I) chloride, to afford a compound of structure 88. N. R. Easton and D. R. 
Cassady, "A Novel Synthesis of Quinoltnes and Dihydroquinolines.", /. Org. Chenu 1962, 
27. 4713, and N. R. Easton and G. F. Hennion, "Metal Catalyst Process for Converting a- 
Amino-Acetylenes to Dihydroquinoline", U. S. Patent 3^31,846 (1967), the disclosure of 
which is herein incorporated by reference. 

[rest of page left purposely blank] 
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The process of Scheme XXIV involves the prepaiation of benzocoumarins from acyclic 
5 precursors. Thus, an ortho-bromoanisole (structure 89) is lithiated with, for example, n- 
butyllithium and allowed to react with a trialkylborate such as trimethylborate. Hydrolysis 
of the intermediate with, for example, dilute hydrochloric acid affords the corresponding 
boronic acid (structure 90). Palladium-catalyzed coupling of a 2-mcthoxyphcnylboronic 
acid (structure 90) with a methyl 2-bromo-5-nitroben2oate (structure 91) with, for example. 
1 0 tetrakis(triphcnylphosphine)palladium and potassium carbonate, affords die btpheny I 
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carboxylate (structure 92). Hydrolysis of the ester with* for example, potassium hydroxide, 
is followed by conversion of the acid to the acid chloride with, for example, thionyl 
chloride. Intramolecular Friedel-Crafts acylation is then effected by a Lewis acid such as 
aluminum trichlcHide. Reduction of the nitro group with, for example, hydrogen over 

5 palladium on carbon, affords the desired aniline (structure 87). Treatment of compounds of 
structure 87 with acetone and iodine affords the dihydroquinoline (structure 88). The 
reduction of a conipound of structure 88 with, for example, diisobutylaluminum hydride, 
followed by treatment of the intermediate with, for example, boron trifluoride and 
triethylsilane, affords a compound of structure 93. 

10 Scheme XXV 




The process of Scheme XXV involves the reduction of a compound of structure 88 
1 5 with a reducing agent, for example, diisobutylaluminum hydride, to a compound of structure 
94. Conversion of the benzyl alcohol to a leaving group by treatment with, for example, 
thionyl chloride, in the presence of a base such as triethylamine, effects ring closure to a 
compound of stmcture 93. 
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The process of Scheme XXVI begins with the addition of an oiganolithium 
organomagnesium reagent to a compound of structure 88. followed by treatment of the 
•ntcm»diaie thus obtained with an add such as/wra-toluenesulfonic acid, to afford a 
compound of stracture 95. 
Scheme XXVII 

1)n-BuU 




33 



CH3 2) t-BocaO 
„ CHj 3) Q, 



10 



IS 




TFA 




The process of Scheme XXVII begins with the protection of the nitrogen atom of a 
compound of stnwture 33 by treatment with a base, for example «-butyIlithium. followed by 
the addition of an acylating agent such as dl-teit-butyldicarbonate. Ozonolysis of the olefin 
affo«ls a compomid of structure 96. Subsequent removal of the protecting group with, for 
example, trinuoroacetic acid, affords a compound of stracture 97. 
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99 



The process of Scheme XXVIII begins with the deprotonation of a compound of 
structure 96 with, for example, sodium hydride or lithium diisopropylamide, followed by the 
5 addition of an alkylating agent such as iodomethane, to afford a mono-alkylated product, or 
a mixture of mono- and di-alkylated products. Subsequent removal of the protecting gioup 
with, for example, trifluoroacetic acid, affords either one or both compounds of structures 
98 and 99. 
Scheme XXIX 
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The fwocess of Sdwme XXK begins with the reduction of a compound of stracture 
97 with, for example sodium borohydride, followed by dehydration of the resulting alcohol 
by treatment with an acid such as /Nina-toluenesulfonic acid, to aflord a compound of 
structure lA. The nitrogen atom of a compound of structure lA is then protected by 
treatment with a base, for example n-butyllithium. followed by the addition of an acylating 
agent such as di-re/t-butyldicaibonate. to afford a compound of structure 2A. 
Hydroboration of a compound of structure 2A with a borane species, for example, borane- 
tetrahydrofwan. followed by an oxidative work-up using, for example, basic hydrogen 
peroxide, affords a 3-hydroxyltetrahydroquinoline. Oxidation of the alcohol with a typical 
oxidant, for example chromium trioxide. affords a compound of stracture 3A, and 
deprotection with a strong acid such as trifluoroacetic acid affoids a compound of stracture 
4A. 

Scheme XXX 




8A 
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The process of Scheme XXX begins with the protection of the nitrogen atom of a 
compound of structure 41 by treatment with a base, for example n^mtyllithium, followed by 
the addition of an acylating agent such as di-/erf-butyldicaibonate. Hydroboration with a 
borane qiecies» for example* borane*tetrahydrafuran, followed by an oxidative work-up 

5 using, for example, basic hydrogen peroxide, affords a 3-hydroxyltetrahydroquinoline of 
structure 5A. Oxidation of the alcohol with, for example, chromium trioxide, affords a 
compound of structure 6A. Removal of the protecting group with, for example, 
trifluoroacetic acid, affords a compound of structure 7A. The addition of an organolithium 
or organomagnesium reagent to a compound of structure 7A, followed by dehydration of the 

10 intermediate hemiketal with, for example, /Mira-toluenesulfonic acid, affords a compound of 
structure 8A. 
Scheme XXXI 




The process of Scheme XXXI begins with the addition of an organolithium or 
15 organomagnesium reagent to a compound of structure 7A, followed by reduction of the 

intermediate hemiketal with, for example, trifluoroacetic acid and tnethylsilane, to afford a 
compound of structure 9A. 
Schone XXXII 
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The process of Schen^XXXD begins with the addition of an oi^anolithium or 
oixanomagnesium reagent to a compound of structure 6A. followed by reduction of the 
intermediate hemilcetal with, for example. trifluo«>acetic add a«I triethylsilam,. to affoid , 
diastereomcric mixture of compounds of structures lOA and HA. 
Scheme XXXIII 
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The process of Scheme XXXIII begins with the protection of the nitrogen atom of a 
compound of structure 42 by treatment with a base, for example n-butylHthiumt followed by 
the addition of an acylating agent such as di-lerr-butyldicarbonate. Hydroboration with a 
borane species, for example, borane-tetrahydrofuran, followed by an oxidative work-up 
5 using, for example, basic hydrogen peroxide, affords two diastereomeric 3- 

hydroxyltetrahydroquinolines of structures 13A and 14A. Independently, each diastereomer 
may be oxidized with, for example, chromium trioxide, to afford the 3- 
ketotetrahydroquinolines ISA and 16A, which may subsequently be dcprotected with, for 
example, trifluroacetic acid, to afford compounds of stnictures 17A and 18A. 




The process of Scheme XXXIV begins with the addition of an organolithium or 
15 organomagnesium reagent to a compound of structure 6A. Deprotection of the nitrogen 
atom and dehydration of the hemiketal with, for example, trifluoroacetic acid, affords a 
compound of structure 19A. 

20 

[rest of page left purposely blank] 




The process of Scheme XXXV begins with a Skraup reaction using Compound 20A 
5 and acetone to afford Compound 21A. The addition of an organolithium or 

organomagnesium reagent to a compound of structure 21 A, followed by reduction of the 
intermediate hemiketal with, for example, triHuoroacetic acid and iriethylsilanc, affords a 
compound of structure 22A. Protection of the nitrogen atom of a compound of structure 
22A is accomplished by treatment with a base, for example fi-butylliihium, followed by the 
0 addition of an acylating agent such as di-zm-butyldicarbonate. Hydrt^ration with a borane 
species, for example, borane-tetrahydrofuran, followed by an oxidative work-up using, for 
example, basic hydrogen peroxide, affords a mixture of two diastereomeric 3- 
hydroxyltetrahydroquinolines, which is oxidized with, for example, chromium uioxidc, to 
afford the 3-ketotetrahydroquinolines. The mixture of S-ketotetrahydfoquinolines may 
5 subsequendy be deprotected with, for example, trifluroacetic acid, to afford compounds of 
structures 23A and 24A. 




5 



The process of Scheme XXXVI involves the alkylatlon of the oxygen atom of a 
compound of structure 13A or 14A. The addition of a base such as sodium hydride and an 
alkylating agent such as iodomethane, followed by deprotectlon of the nitrogen atom with, 
for example, trifluoroacetic acid, affords a compound of structure 25A (from a compound of 
10 structure 13A) or structure 26A (from a compound of structure 14 A). 

SdiemeXXXVn 




17A 27A 



15 

The process of Sdieme XXXVII begins with the addition of an organollthium or 
organomagnesium reagent to a compound of structure 17A, followed by dehydration of 
tertiaty alcohol with, for example, the Burgess reagent [(methoxycaibonylsulfamoyOtri- 
ethylammonium hydroxide, inner salt], to afford a compound of structure 27A. 
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The process of Scheme XXXVID involves the alkylation of N( I ) of a compound of 
stnicture «. which can be accomplished in one of two ways. Treatment of a compound of 
stnicture 63 with a base, such as sodium hydride, and an alkylating agent, such as benzyl 
bromide, affords a compound of stnicture 28A. Alternatively, treatment of a compound of 
stnicture 63 with an aldehyde, for example acetaldehyde or para-fomaldehyde. in the 
presence of a reducing agent, for example sodium cyanoboro-hydride or sodium 
(triacetoxy)borohydride. affords a compound of stnicture 28A. 

Scheme XXXIX 




CHj 



base, R'CHjX 



58 



1 *^ C"3 orR'CHO.NaCNBHg 




The process of Scheme XXXIX involves the alkylation of N(l) of a compound of 
stnicture 58. which can be accomplished in one of two ways. Treatment of a compound of 
stnicture 58 widi a base, such as sodium hydride, and an alkylating agent, such as benzyl 
bromide, affords a compound of stnicture 29A. Alternatively, treatment of a compound of 
stnicture 58 with an aldehyde, for example acetaldehyde or para-fonnaldehyde. in the 
presence of a reducing agent, for example sodium cyanoboro-hydride or sodium 
(triacetoxy)borohydride. affords a compound of structure 29A. 
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5 The process of Scheme XL begins with reaction of a 3-methoxyantline (a compound 

of structure 30A) with an acrylic acid, for example, crotonic acid, followed by treatment 
with an acid such as polyphosphoric acid to afford a 4-quinolone. Protection of the nitrogen 
atom by treatment with a base, for example n-butyllithium, followed by the addition of an 
acylating agent such as di-ferr-butyldicarbonate, affords a compound of stracture 31A. 

10 Addition of an ofganomagnesium or oiganolithium reagent (R^ = alkyi, aryl, etc.)* or a 

reducing agent such as sodium borohydride (R^ = hydrogen), affords an alcohol. Reduction 
of the alcohol with, for example hydrogen over palladium on carbon, followed by 
deprotection of the nitrogen atom, affords a compound of structure 32A. Demethylation of 
the methyl ether with, for example, boron tribromide, followed by a Piechman cyclization 

1 5 with a 9-keto ester effected by, for example, zinc chloride, affords a compound of structure 
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33A. Acomi)oimdofstnicture33AinayftitherbetiBnsfomiedtoacoi^ 
34A by alkylation of the nitrogen atom, which can be accoraphshed in one of two ways. 
Treatment of a compound of stnictine 33A with a base, such as sodium hydride, and an 
alkylaUng agent, such as benzyl bromide, affords a compound of structure 34A. 
Alternatively, treatment of a compound of strucnire 33A with an aldehyde, for example 
acctaldehyde or paraformaldehyde, in the presence of a reducing agent, for example sodium 
cyanoborohydride or sodium (triacetoxy)borohydride. affords a compound of structure 34A. 
Scheme XLI 




H 



CuCl.heat 



OAc 
R'R* 



l)deprolect 



2) O 



R» 2hCla 



R^^CHaX, base 



orR'CHO, NaCNBH, 




38A 



The process of Scheme XLI begins with the reaction of an aniline of stnicturc 35A 
with a propaigyl acetate in the presence of a copper salt such as copper<I) chloride to afford 
a compound of stnicture 36A. Deprolection of the heteroatom with, for example ethanolic 
potassium hydroxide, followed by a Pfechman cyclization (X = O or S) or Knorr cyclization 
(X = NH) with a ^.keto ester effected by. for example, zinc chloride, affords a compound of 
stnicture 37A. A compound of structure 37A may further be transformed to a compound of 
stnicture 38A by alkylation of the nitraeen atom, which can be accomplished in one of two 
ways. Treatmem of a compound of stnicture 37A with a base, such as sodium hydride, and 
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an alkylating agent, such as benzyl bromide, affords a compound of structure 38A. 
Alternatively, treatment of a compound of structure 37A with an aldehyde, for example 
acetaldehyde or paraformaldehyde, in the presence of a reducing agent, for example sodium 
cyanoborohydride or sodium (triacetoxy)borohydride, affords a compound of structure 38A. 
5 Scheme XUI 



R* 




41A 

The process of Scheme XLH begins with the reduction of a compound of structure 
10 36A with, for example, hydrogen over palladium on carbon. Deprotection of the heteroatom 
with, for example ethanolic potassium hydroxide, followed by a Pechman cyclization (X = 
O or S) or Knorr cyclization (X = NH) with a P-keto ester effected by, for example, zinc 
chloride, affords a compound of structure 39A. A compound of structure 39A may further 
be transformed to a compound of structure 40A by alkylation of the nitrogen atcmi, which 
1 5 can be accomplished in one of two ways. Treatment of a compound of structure 39 A with a 
base, such as sodium hydride, and an alkylating agent, such as benzyl bromide, affords a 
compound of structure 40A. Alternatively, treatment of a compound of structure 39A with 
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an aldehyde, for example acetaldehyde or panifonnaldehyde. in the presence of a reducing 
agent, for example sodium cyanoborohydride or sodium (tiiacetoxy)borohydride, aflbids a 
compound of stnicture 40A. 
Scheme XUn 



5 



10 



fT^^^r-^ H^NOH-HCI fT^VA 

O N 
42A 43A 



R' 

R' ZnClj 



4SA 



The process of Scheme XLDI begins with 6-methoxy-l-tetnilonc (Compound 42A) 
which is treated with hydioxylamine hydrochloride to afford the coiresponding oxime. 
Compound 43A. A reductive Beckman rBammgement effected by, for example, lithium 
aluminum hydride, affords Compound 44A. Demethylation of the methyl ether with, for 
example, boron tribromide. followed by a Pechman cyclization with a p-keto ester effected 
by, for example, zinc chloride, affords a compound of structure 4SA. 



IS 
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Scheme XLIV 




47A 



The process of Scheme XLIV begins with Che protection of botfi nitrogen atoms of a 
S compound of structure 57 (ZsNH) by two sequential treatments with a base, for example 
butyllithium, followed by an acylating agent, for example di-/err-butyldicarbonate, to afford 
a compound of structure 46A. Hydroboratton with a borane species, for example, borane- 
tetrahydrofuran, followed by an oxidative work-up using, for example, basic hydrogen 
peroxide, affords a 3-hydroxyltetrahydroquinoline, which is oxidized with, for example, 
10 pyridinium chlorochromate, to afford the 3-ketotetrahydroquinoline. The 3-ketotetrahydrD- 
quinoline may subsequently be deprotected with, for example, trifluroacetic acid, to afford a 
compound of structure 47A. 



15 

[rest of page left purposely bkmk] 




50A 



The process of Scheme XLV begins with the reduction of 6-nitroindoHne 
5 (Compound 48A) with» for example, hydrogen over palladium on carbon. A Pechman 
cyclization with a p-kcto ester effected by, for example, zinc chloride, affords a compound 
of structure 49A. A compound of structure 49A may further be transformed to a compound 
of structure 50A by acylation of the quinolone nitrogen atom, which may be effected by 
deprotonation with, for example, sodium hydride, followed by the addition of an acylating 
1 0 agent, such as 3-nitrobenzoyl chloride. 
Scheme XLVI 
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The process of Scheme XL VI begins with the nitration of a 1«2,3,4- 
tetrahydroquinoline (a compound of structure 51A) by the action of nitric acid in the 
presence of, for example, sulfuric moid. Reduction of the nitro group with, for example, 
hydrogen over palladium on carbon, affords a 7-ainino-l,23*4-t^nihydroquinoline of 
5 structure 52A. A Knorr cyclization with a ^keto ester effected by, for exan^ile, zinc 
chloride, affords a compound of structure 53A. 



Scheme XLVII 




10 

The process of Scheme XLVII begins with the alkylation of 2-bromo-5-nitroaniline 
(Compound 54A) which may be accomplished in one of two ways. Treatment of 
Compound 54A with a base such as sodium hydride and an allylating agent, for example, 1* 
bromo-3-methyl-2-butene, affords a compound of structure 5SA. Alternatively, Compound 
15 54A may be treated with an a,P-imsaturated aldehyde, for example, cinnamaldehyde, in the 
presence of a reducing agent such as sodium triacetoxyborohydride to afford a compound of 
structure 55A. A palladium-catalyzed cyclization reaction catalyzed by, for example, 
palladiumdl) acetate, affords a compound of structure 56A. Reduction of the nitro group 
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with, for example, hydrogen over palladium on carbon, affords die aniline, and a Knorr 
cyclization with a ^-keto ester effected by, for example, zinc chloride, afTords a compound 
of structure 57A. 

5 Scheme XLVn 




63A 
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The process of Scheme XL VIII begins with the reaction of an aniline (structure 
58A) with an acrylic acid, for example ciotonic acid« followed by a cycttzation reaction 
mediated by, for example, polyphosphoric acid to afford a 4-quinolinone of structure 59A. 
The nitrogen atom is then protected by treatment with a base, for example n-butyllithtum, 
5 followed by the addition of an acylating agent such as di*rerr-butyldicarbonate. Addition of 
an organomagnesium or oiganolithium reagent (R^ = alkyl, aryl, etc.)* or a reducing agent 
such as sodium bonrfiydride (R^ - hydrogen), affords an alcohol. Reduction of the alcohol 
with, for example hydrogen over palladium on carbon, followed by deprotection of the 
nitrogen atom, affords a compound of structure 60A. Nitration of a compound of structure 

10 60A by the action of nitric acid in the presence of, for example, sulfuric acid, followed by 
reduction of the nitro group with, for example, hydrogen over palladium on carbon, affords 
a 7-amino-l,2,3,4*tetrahydroquinoline of structure 61 A* A Knorr cyclization with a ^-keto 
ester effected by, for example, zinc chloride, affords a compound of structure 62A. A 
compound of structure 62A may be further transformed into a compound of structure 63A 

15 by alkyiation of the nitrogen atom, which can be accomplished in one of two ways. 

Treatment of a compound of structure 62A with a base, such as sodium hydride, and an 
alkylating agent, such as benzyl bromide, affords a compound of structure 63A. 
Alternatively, treatment of a compound of structure 62A with an aldehyde, for example 
acetaldehyde or paraformaldehyde, in the presence of a reducing agent, for example sodium 

20 cyanoborohydride or sodium (triacetoxy)borohydride, affords a compound of structure 63A. 

Scheme XLIX 



25 



R* 




R® R^ R* 



EtaSiHnTA 




The process of Scheme XLK involves the reduction of a compound of stmcture 
64A by treatment with, for example, triethylsllane in the presence of trifluoroacetic acid, to 
afford a compound of structure 6SA. 
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Scheme L 



R* 




R® R^ R' 



Se02,A 



66A 




The pn>cess of Scheme L involves the oxidation of benzylic substituent of a 
compound of stnicture 66A by treatment with, for example, selenium dioxide, to afford a 
compound of structure 67A. 



10 Scheme LI 




The process of Scheme LI begins with the reaction of an aniline (structure 58A) 
with an acrylic acid, for example crbtonic acid, followed by a cyclization reaction mediated 
by. for example, polyphosphoric acid to afford a 4-quinolinone. The nitrogen atom is then 
protected by treatment widi a base, for example. 4-dimethylaminopyridine. followed by the 
addition of an acylating agent such as di-rerf-buorldicartwnate to afford a compound of 
structure 68A. The 4-quinolone is then deprotonated with a base, for example, sodium 
hydride, and treated witfi an alkylating agent such as iodomethane. to afford a compound of 
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structure 69A. Addition of an oiganomagnesium or organolithium reagent (R^ = alky], aiyl, 
etc.). or a reducing agent such as sodium bon^ydride (R^ » hydrogen), affoixls an alcohol. 
Reduction of the alcohol with, for example hydrogen over palladium on carbon, followed by 
deprotection of the nitro^ atom, afTords a compound of structure 60A. Compounds of 
5 structure 60A may be transformed into compounds of structure 62A as described in Scheme 

XLvra. 

Scheme LII 




10 73A 74A 

The process of Scheme UI begins with the deprotonation of a compound of 
structure 69A with a base, for example, sodium hydride, and treatment with an alkylating 
agent such as iodomethane, to afford a compound of structure 70A. Addition of an 
1 5 organomagnesium or organolithium reagent (R^ = alkyl, aryl, etc.). or a reducing agent such 
as sodium borohydride (R^ s hydrogen), affords an alcohol. Reduction of the alcohol with, 
for example, hydrogen over palladium on carbon, followed by deprotection of the nitrogen 
atom, affords a compound of structure 71 A. Nitration of a compound of structure 71 A by 
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the action of nitric acid in the presence of, for escample, sulfuric acid, followed by reduction 
of the nitfo group with, for example, hydn^en over palladium on carbon, affords a 7-amino- 
l,23»4-tetrahydroquinoline of structure 72A. A Knonr cyciization with a ^-keto ester 
effected by, for example, zinc chloride, affords a compound of structure 73A. A compound 
5 of structure 73A may be further transfomied into a compound of structure 74A by alkylation 
of the nitrogen atom, which can be accomplished in one of two ways. Treatment of a 
compound of structure 73A with a base, such as sodium hydride, and an alkylating agent, 
such as benzyl bromide, affords a compound of structure 74A. Alternatively, treatment of a 
compound of structure 73A with an aldehyde, for example acetaldehyde or 
10 paraformaldehyde, in the presence of a reducing agent, for example sodium 

cyanoborohydride or sodium (triacetoxy)borohydride. affords a compound of structure 74A. 



[rest of page left purposely blank] 
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Scheme Un 




5 The process of Scheme LIII begins with the reaction of an aniline (structure 58A) 

with a propargyl acetate in the presence of a copper salt such as copper(I) chloride to afford 
a compound of structure 75A. The nitrogen atom is then protected by treatment with a base, 
for example 4-dimethylaminopyridine, followed by the addition of an acylating agent such 
as di-rm-butyldicarbonate. Hydroboration of the olcHn with, for example, borane- 
10 tetrahydrofuraot followed by an oxidative work-up with, for example, basic hydrogen 
peroxide, affords the 4-hydroxyteCrahydroquinoline, which may be oxidized with, for 
example, pyridinium chloiochromate, to afford a compound of structure 76A. A compound 
of structure 76A may then be deprotonated with a base, for exanq)]e, sodium hydride, and 
treated with an alkylating agent such as iodomethane. Addition of an oiganomagnesium or 
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ox^ganolithium reagent (R^ s alkyl. aiyl. etc.), or a reducing agent such as sodium 
borohydride (R5 = hydrogen), affords an alcohol. Reduction of the alcohol with, for 
example, hydrogen over palladium on carbon, followed by deproteaion of the nitrogen 
atom, affords a compound of structure T7A. Nitration of a compound of structure T7A by 
5 the action of nitric acid in the presence of. for example, sulfuric acid, followed by reduction 
of the nitro group with, for example, hydrogen over palladium on carbon, affords 7-amino- 
1,2.3,4-tetrahydroquinolines of structure 78A. A Knorr cyclization with a p-keto ester 
effected by. for example, zinc chloride, affords a compound of stnicnire 79A. A compound 
of structure 79A may be further transformed into a compound of structure MA by alkylation 

10 of the nitrogen atom, which can be accomplished in one of two ways. Treatment of a 

compound of structure 79A with a base, such as sodium hydride, and an alkylating agent, 
such as benzyl bromide, affords a compound of strucnirc 80A. Alternatively, treatment of a 
compound of stnicnire 79A with an aldehyde, for example acetaldehyde or 
paraformaldehyde, in the presence of a reducing agent, for example sodium 

1 5 cyanoborohydride or sodium (triacctoxy)borohydride, affords a compound of structure 80A. 

Scheme LI V 




62A 81A 

20 



The process of Scheme LFV involves the deprotonation of a compound of structure 
62A with, for example, sodium hydride, followed by treatment with an alkylating agent such 
as iodomethane to afford a compound of structure 81 A. 
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Scheme LV 

5 The process of Scheme LV involves the conversion of a compound of structure 82A 

into a compound of stnicture 83A by alkylation of the nitrogen atom, which can be 
accomplished in one of two ways. Treatment of a compound of structure 82A with a base, 
such as sodium hydride, and an alkylating agent, such as benzyl bromide, affoixls a 
compound of structure 83A. Alternatively, treatment of a compound of structure 82A with 

10 an aldehyde, for example aceuldehyde or paraformaldehyde, in the presence of a reducing 
agent, for example sodium cyanoboiohydride or sodium (triacetoxy)boiohydride, affords a 
compound of structure 83A. 

Scheme LVI 



15 




The process of Scheme LVI involves the deprotonatton of a compound of structure 
53A with, for example, sodium hydride, followed by treatment with an alkylating agent such 
as iodomethane to afford a compound of structure 84A. 
20 It will be understood by those skilled in the art that certain modifications can be 

made to the above-described methods that remain within the scope of the present invention. 

In a further aspect, the present invention provides several novel processes for the 
preparation of the compounds of the present invention. Each of these processes is illustrated 
in one or more of the Schemes shown above, and is described with particularity as follows. 
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Process 1 is depicted in Scheme H and begins with the convetsion of a4- 
bromoaniline (Compound 6) to 6-bfomo.UHUhydro-2^,4-trimethylquinoIine (Compound 
7) by treatment with acetone (0.01 M to 10 M) and 0.01-100 nioi% of one or more catalysts 
(for example, /wra-toluenesulfonic acid, sulftiric acid, hydrochloric acid, boron trifluoride 
etherate. magnesium sulfate, or iodine) at -20°C to 300»C. Additives that inhibit 
polymerization (for example. 4-teit-butylcatechol) can also be used in addiUon to the 
catalyst(s). The aniline nitrogen is then protected. F6r example, protection as the /-butyl 
carbamate requires treatment of a solution (typical solvents include toluene, ether. THF) of 
Compound 7 with a strong base (for example, n-butyllithium. sodium hydride, potassium 
hydride) at -lOO^C to lOO^C. followed by reaction with di-/-butyIdicaibonate at -100»C to 
100»C to afford the 6-substituted-I.2-dihydro N-1 protected quinoline (Compound 8). The 
important steps of process 1 then begins when the halogen (e.g.. bromine) of Compound 8 is 
replaced with either lithium by a lithium-halogen exchange reaction by treatment of a 
solution (typical solvents include toluene, ether. THF) of Compound 8 wiUi an alkyllithium 
(for example, r-butyllithium. n-butyllithium) at -lOO^C to lOO'C. or with a reactive metal(s). 
such as magnesium by treatment with magnesium metals (turnings or powder) or zinc, and 
either iodine or ediylene dibromide in an inert solvent (typical solvents include etiier. THF. 
pentane) at -20-C to 200^. The oiganolitiihmi or oiganomagnesium intennediatc is then 
allowed to react with a trialkylborate (for example, trimethylborate. triisopropylborate) at 
-lOOX to 100»C. The organoborate intemiediate is hydrolyzed with acid (for example, 
dilute aqueous hydrochloric acid or sulfuric acid) at -AOPC to 100^ to affoni the boronic 
acid (e.g.. 6-boro-1.2-dihydro N-1 protected quincriine: Conqwund 9). Alternatively. Uie 
oiganolithium or oiganonoagnesium intennediate may be treated with an organotin species 
(for example, trimethyltin chloride, tributyitin chloride, etc.) at -IOO»C to 200'C to affoid a 
trialkyltin quinolinoyl compound, a species useful in the coupling processes described in 
J.K.Stille et al.. "4-Medioxy-4'-nitrobiphenyr. Organic Synapses 1992. 77. 97. and TJN. 
Mitchell. "Palladium-Catalyzed Reactions of Oiganotin Cbmpounds" Synthesis 1992. 803. 
the disclosures of which are herein incorporated by reference. Treatment of a solution 
(typical solvents include toluene. DME. DMF) of Compound 9 with a coupling paitner (an 
aiyl. heteroaryl. or vinylbromide; an aryl. heteroaiyl. or vinyliodide; or an aiyl. heteioaiyl. 
or vinyl triflate) in tiie presence of a catalytic amount of a palladium species [for example. 
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tetrakis(triphenylpho5phine)-palladiuin, ally]palladium chloride dimer, 
bis(trii^enylphosphine)pal]adiuin dichloride], and aqueous base (for example, sodium 
carbonate, potassium carbonate) at -40^C to 2SXyC afTords a 6-substituted-],2-dihydn> N-1 
protected quinoline (stnicture 10). Deprotection of a compound of structure 10, for 
5 example, with acid (for example, trifluoroacetic acid) at -SO^C to 200X. affords the 
conesponding 6-substituted-],2-dthydroquiRoline (e.g., structure 4). 

Process 2 is depicted in Scheme ni and involves the tieatment of a solution 
(typical solvents include toluene, DME, DMF) of 6-halo-l ,2-dihydro N-1 protected 
quinoline (Compound 8) with an organol>oron species (for example, phenylboronic acid, 3- 

10 nitrophenylboronic acid) or an organotin species (such as tributylphenyl tin or trimethyl(4- 
methoxyphenyl) tin] in the presence of a coupling partner and a catalytic amount of a 
palladium species [for example, tetrakis (Uiphenyl|^osphine)pal]adium, allylpalladium 
chloride dimer, bis(triphenylphosphine)pa]ladium dichloride], and aqueous base (for 
example, sodium cartmnate, potassium carbonate) at -40°C to 200**C to affoid a 6- 

15 substituted-! ,2-dihydn> N-1 protected quinoline (structure 10). Deprotection of a compound 
of structure 10 with acid (for example, trifluoroacetic acid) at -80**C to 200^*0 affords the 6- 
substituted-],2-dihydroquino]ine (structure 4). 

Process 3 is depicted in Scheme XI and involves the preparation of benzocoumarins 
from acyclic precursors. Thus, an ortho-bromoanisole (structure 36) is lithiated with an 

20 alkyllidiium (for example, n-butyllithium, r-butyllithium) at - 1 OO^C to 80**C in an inert 
solvent (typical solvents include toluene, ether, THF), and allowed to react with a 
trialkylborate (for example, trimethylborate, triisopropylborate) at -100**C to 100**C. 
Hydrcriysis of the intermediate with acid (far example, dilute hydrochloric acid or sulfuric 
acid) at -40**C to 100*C, affords the corresponding 2-niethoxyphenyl boronic acid (structure 

25 37). Alternatively, the organolithium or organomagnesium intermediate may be treated with 
a trialkyltin halide (for example, trimethyltin chloride, tributyltin chloride, etc.) at -1(X)**C to 
200*^0 to afford a trialkyltin aryl compound, a species useful in the coupling processes 
described above in Process 1. The important steps of process 3 begin with the palladium- 
catalyzed coupling of a 2-methoxyphenyl boronic acid (structure 37) with a 2-halo-5- 

30 niux>benzoic acid derivative (typical derivatives include the acid; any one of a number of 
esters, including methyl, ethyl, allyl. /-butyl, phenyl; or any one of a number of amides. 
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including dimethyl, methyl, diallyl, allyl, dibenzyl) widi a palladium catalyst (for example. 
tetrakis(triphenylphosphine) palladium, allylpalladium chloride dimer. 
bis(triphenylphosphine)palladium dichloride). and aqueous base (for ocample. sodium 
carbonate, potassium carbonate) at -40»C to 200»C affoids die biaiyl caiboxylate (stracture 
39). The product obtained from use of the acid as a coupling partner may be used directly: 
alternatively, deprotection by hydrolysis of the ester or the amide is accomplished widi 
aqueous base (for example, potassium hydroxide or sodium hydroxide) or aqueous acid (for 
example, trifluoroacetic acid, hydrochloric acid, sulfuric acid) at -eot to 300°C. The acid 
is converted to the acid chloride wiUi, for example, thionyl chloride in an inert solvent 
(typical solvents include methylene dichloride, toluene, or U^ichloroethane) at -80»C to 
300»C. Intramolecular cyclization (acylation) is then effected by treatment of a solution of 
the acid chloride in an inert solvent (typical solvents include mediylene dichloride. toluene, 
or U-dichloroethane) with a Lewis acid (for example, aluminum trichloride, boron 
trifluoride) at to 300»C to yield the nitrobenzocoumarin. Reduction of the nitro group 
of the nitrobenzocoumarin with, for example, 1 -200 atmospheres of hydit^en over a metal 
catalyst (for example, Pd/C. PtOa), affords the desired aminobenzocoumarin (stnictuie 40). 
Treatmcm of compounds of structure 40 with acetone and a catalyst such as iodine affords 
the coumarino{3,4-/Iquinoline (stnictuie 41X as described above in Proeess 1. The addition 
of an organometallic reagent, for example an oiganolithium or organomagnesium reagent, to 
20 a sohition of a compound of stracture 41 in an inert solvent at -lOOX to I00°C affords an 
adducL Tills adduct may be reduced by treatment of a solution of the adduct in an inert 
solvent (such as dichloromethane or toluene) widi a strong protic or Lewis acid and a 
trialkylsilane. (for example, boron trifbioride or trifluoroacetic acid and trietfiylsihuie or 
methyldiphenylsilane) at -80»C to 200^. to afibfd a 5/f-chromeno[3.4-/}quinoline 
25 (Compound of structure 42). 

Process 4 is depicted in Scheme XHI and involves the additim of an organometallic 
reagent, for example an organomagnesium or organolithium reagent, to a solution of a 
compound of structure 41 (i.e.. a coumarino[3,4-/]quinoline) in an inert solvent (typical 
solvents include edier, THF, toluene) at -100»C to lOO^C. Dehydration of die intermediate 
thus derived may be effect by treatment of a solution of die intermediate (typical solvents 
include in dichloromethane, ethanol. or toluene) widi an acid (for example, pam- 
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coluenesulphonic acid, methanesulphonic acid), to afford compounds of stnicture 45 (i.c., 
5/f-chroineno[3,4-/]quinoliRes). 

Process 5 is depicted in Scheme XVn and begins with the acylation of a 3-nitroaiyI, 
e,g., a 3-nitroi^enoi (structure 64, Ys=0), 3-nitroaniline (structure 64, Y=NH), or 3- 
5 nitrothiophenol (structure 64. Y^S), with an acylating agent (for example, di-/err-butyl 
dicarfoonate or trimethylacetyl chloride), cither with or without the addition of a base (for 
example, 4-dimethylaminopyridine. tnethylamine, pyridine) in an inert solvent (typical 
solvents include dichloromethane, THF, toluene) at -IOO**C to 200'*C, to afford the 5- 
protected 3-nitroaryl compound of structure 65. Reduction of the nitro group with, for 
1 0 example, 1 -200 atmospheres of hydrogen over a metal catalyst (for example, Pd/C, Pt02), 
affords the corresponding 5-protected 3-aminoaiyl (structure 66). Treatment of a compound 
of structure 66 with acetone and a catalyst such as iodine and addition of a 1,2- 
dihydroquinoline affords the 5-protected 1 ,2-dlhydroquinoline compound of structure 67, as 
described above in Process 1. Dcprotection, for example, by either acid (for example, 

1 5 hydrochloric acid, trifluoroacetic acid, sulfuric acid) or base (for example, sodium 

hydroxide) at -40**C to 3(X)*'C, followed by treatment of a solution (typical solvents include 
ethanol, toluene, methanol) of the corresponding aniline or frfienol with a p-keto ester 
(structure 68) in the presence of a Lewis acid (for example, zinc chloride, boron trifluoride, 
aluminum trichloride) at -WC to SOO'C, affords one or more of the four linear tricyclic 1,2- 

20 dihydroquinoline compounds (structures 57, 69. 70. and 71). A compound of structure 69 
may be converted to a compound of structure 57 by treatment of a solution (typical solvents 
include toluene, dichloromethane) of a compound of structure 69 with an acid (for example, 
para-toluenesulphonic acid, hydrochloric acid) at -40*C to 300*C. In addition, a compound 
of structure 71 may be converted to a compound of structure 57 by treatment of a solution 

25 (typical solvents include toluene, dichloromethane) of a compound of structure 71 with, for 
example, pam-chlorophenol. 

Process 6 is a modification of Process 5. Thus, a solution (typical solvents include 
ether. THF, toluene) of a 3-aminoaryl. preferably 3-amino thioaryl, is treated with a strong 
base (for example, sodium hydride. n-buiylHthium) at -100°C to 100**C, followed by the 

30 addition of an acylating agent (typical acylating agents include di-f-butyl dicarbonate. 

trimethylacetyl chloride, acetic anhydride) at -100**C to 200*C, to afford the corresponding 
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the conesponding 5-protecled S-aminooiyl compound of stnicture 66 (Y=S). The 
conversion of a compound of stnicture 66 (Y=S) to the linear tricyclic U-dihydioquinoline 
compounds of structures 57. 69. 70 and 71 (Y=S) is accomplished as described above in 
Process 5. 

Process 7 is depicted in Scheme XLVI. and also is included as parts of Schemes 
XLVm. Ln. and UII. Process 7 begins with the nitraUon of a 1.2A4-tetiahydn)quinolinc 
(for example, a compound of stnicnire 51 A in Scheme XLVI, or of stractuie 60A in 
Scheme XLVIII. etc) with a nitrating agent For example a mixmre of sulfuric acid and 
nitric acid is added to a soluUon of the tetrahydroquinoline in sulfuric acid or sulfuric acid 
and a second, inert solvent such as nitromethane. at -80 "C to +40 "C. The nitn> gn>up of 
the resulting 7-nitrD-l.2.3.4-tetrahydroquinoline is then reduced by hydrogenation over a 
metal catalyst (for example. Pd/C. PtOj) under 1-200 amiosperes of hydrogen, to afford the 
corresponding aniline (a compound of stnicture S2A in Scheme XLVI or of stnicture 72A 
in Scheme LH. for example). Treatment of a solution (typical solvents include ethanol. 
tohiene. methanol) of the anUine with a b-keto ester (stnicture 68) in the presence of a Lewis 
acid (for example, zinc chloride, boron triHuoride. aluminum trichloride) at -40 X to +300 
»C affords the desired quinoline. a compound of stnicture S3A in Scheme XLVI. or of 
stnicture 73A in Scheme LII. etc. 

In yet another aspect, the present invention provides novel intennediates useful in 
the preparation of the steroid modulator compounds of the present invention. The 
intennediates of the presem invention are defined as those having the fonnulae: 




25 OR ® 
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wherein: 

Z is O, or NRI. where is hydrogen* r2c=0, r2c=S, R^^OCsKD. r3sC^. 
R^OOS. r3sC=S or r3r4nC=0, where r2 is hydrogen, a C] - C6 alkyl or 
peifluoroalkyK optionally substituted allyl or aryi methyl alkenyl, alkynyl. aryl or heteroaiyl, 
and where r3 and R^ each independently are hydrogen, a C] - C6 alkyl, optionally 
substituted allyl, arylnwthyl, aryl or heteroaryl; 

r5 is hydrogen, r2c=0. R^C^S, r30C=0. R^SOO, r3oO=S. r3sC=S, or 
R3r4nCsO, where r2, r3 and r4 have the same definitions as given above; 

R^ is hydrogen, a C] • C6 alkyl, optionally substituted ally], aryl methyl, alkenyl, 
alkynyl, aiyl, heteroaryl, r3o, HOCH2. R3oCH2. F. CI. Br, I. cyano. r3r4n or 
perfluoroalkyi, where r3 and R^ have the same definitions as given above; 
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R7 through r9 each independently are hydrogen, a Ci - C6 alkyl, ally! or optionally 
substituted allyl, aiylmethyl, alkynyl, alkenyl, aiyl, or heteroaiyl. or 
R8 and r9 taken together form a three- to seven-membered caifoocylic or heterocyclic ring; 

R^O is hydrogen, a Cj - Cg alkyl, optionally substituted allyl, aiylmethyl. aryl. or 
5 heteroaiyl. r2c=0. r2c=S. r30C=O. r3sc=0. r3oc=S. r3sc=S or r3r4nc=0. 
where R through R have the same definitions as given above; 

R' 1 and Rl2 each independently represent hydrogen, a Cj - Cfe alkyl, optionally 
substituted allyl. aiyl methyl, alkenyl. alkynyl. aiyl. heteroaiyl. r3o. HOCH2. R3ocH2, F, 
CI. Br. I. cyano. r3r4n or perfluoroalkyl. where R^ and R^ have the same definitions as 
10 given above; 

RJ3 is hydrogen, a Ci - C6 alkyl. optionally substituted allyl. aiyl methyl, alkenyl, 
alkynyl. aiyl. heteroaiyl. r3o, HOCH2. r30CH2. R3r4n. CF2CI. CF20R3 or 
perfluoroalkyl. where R^ and R* have the same definitions as given above; 

R'4 is hydrogen, a Cj - Ce alkyl. optionally substituted allyl. aiyl methyl, alkenyl. 
15 alkynyl. aiyl. heteroaiyl, r3o. HOCH2. R3ocH2, F. Q. Br. I. cyano, r3r4n or 
peifluoroalkyl where R^ and r'* have the same definitions as given above; and 

R»5 Is F. CI.Br. I. B(ORJ6)2. SnRl7Rl8Rl9 orOSO2R20 where r16 is hydrogen 
or a Ci . C6 alkyl. r17 trough r19 each independently represent a Ci - Ce alkyl. r2o or 
heteroaiyl. r20 js « C 1 - Ce alkyl. perfluoroalkyl. aiyl. or heteroaiyl. and r2 has Uie same 
20 definition as given above. 

Representative intermediate compounds useful in the preparation of the steroid 
modulator compounds of tiie present invention include: 1, 2-Dihydro-2,2.4-trimethyl-5. 
«>uniarino[3.4./Jquinoline (Compound 159); 9-Fluoro-1.2-djhydro-2.2.4-trimethyl-5- 
coumarinoI3,4-/Jquinollne (Compound 207); 8-Fluoro-1.2-dihydro-2.2.4-trimethyl-5- 
25 coumarino[3.4-/lquinoline (Compound 208); 9-Chloro-1.2-dihydiD-2.2.4-trimethyl-5- 
couinarino[3.4-/lquinoIine (Compound 209); 8-Ethoxy-1.2-dihydro-2.2.4.trimethyl-6- 



wo 96/19458 



PCT/US95/16096 



100 

trifluoroniethyl-8^yr]do[5,6-g]quinoiine (Compound 248); and l,2,6,7-Tetrahydro-6- 
hydroxy-2^.4-triniethyl-6-trifluoromeUiy1-8-pyridono[S,6-^]qui^^ (Compound 249). 

The compounds of the present invention also includes racemate, stereoisomers and 
mixtures of said compounds, including isotopicaily-labeled and radio-labeled compounds. 
S Such isomers can be isolated by standard resolution techniques, including fractional 
crystallization and chiral column chromatography. 

As noted above, any of the steroid modulator compounds of the present invention 
can be combined in a mixture with a pharmaceuticaJly acceptable carrier to provide 
pharmaceuticai compositions useful for treating the biological conditions or disorders noted 
herein in mammalian, and more preferably, in human patients. The particular carrier 
employed in these pharmaceutical compositions may take a wide variety of forms depending 
upon the type of administration desired, e.g.. intravenous, oral, topical, suppository or 
parenteral. . 

In preparing the compositions in oral liquid dosage forms (e.g., suspensions, elixirs 
and solutions), typical pharmaceutical media, such as water, glycols, oils, alcohols, flavoring 
agents, preservatives, coloring agents and the like can be employed. Similarly, when 
preparing oral solid dosage forms (e.g., powders, tablets and capsules), carriers such as 
starches, sugars, diluents, granulating agents, lubricants, binders, disintegrating agents and 
the like will be employed. Due to their ease of administration, tablets and capsules 
represent the most advantageous oral dosage form for the pharmaceutical compositions of 
the present invention. 

For parenteral administration, the earner will typically comprise sterile water, 
although other ingredients that aid in solubility or serve as preservatives, may also be 
included. Furthermore, injectable suspensions may also be prepared, in which case 
i^ropriate liquid carriers, suspending agents and the like will be employed. 

For topical administration, the compounds of the present invention may be formulated 
using bland, moisturizing bases, such as ointments or creams. Examples of suitable ointment 
bases arc petrolatum, petrolatum plus volatile silicones, lanolin, and water in oil emulsions such 
as Eucerin^ (BeiersdorO- Examples of suitable cream bases are Nivea™ Cream (BeiersdoH), 
cold cream (USP), Purpose Cream^ (Johnson & Johnson) hydrophilic ointment (USP), and 
Lubridcrm""** (Warner-Lambert). 
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The pharmaceuUcal compositions and compounds of the present invention will 
generally be administered in the form of a dosage unit (e.g.. tablet, capsule etc.) at from 

about 1 M«/kgof body weight toaboutSOOmgflcgofbody weight, inore preferably from 
about 10 Mgflcg to about 250 mg/kg. and most pieferably from about 20 figAcg to about 100 
5 mg/kg. As recognized by those skilled in the ait. the particular quantity of pharmaceutical 
composition according to the present Invention administered to a patient will depend upon a 
number of factors, including, without limitaUon. the biological activity desired, the 
condition of the patient, and tolerance for the drug. 

The compounds of this invention also have utility when radio- or isotopically- 
10 labeled as ligands for use in assays to determine the presence of PR. AR. ER. GR or MR in 
a cell background or exuact. TTiey are particularly useful due to their ability to selectively 
activate progesterone and androgen receptors, and can therefore be used to determine the 
presence of such receptors in the presence of other steroid receptors or related inu«*llular 
receptms. 

15 Due to the selective specificity of the compounds of this invention for steroid 

receptors, these compounds can be used to purify samples of steroid receptors in vitro. Such 
purification can be carried out by mixing samples contafaiing steroid receptors with one or 
more of the compounds of the present invention so diat the compounds bind to the receptors 
of choice, and then separating out the bound ligand/receptor combination by separation 
20 techniques which are known to those of skill in the art. These techniques include column 
separation, filtration, centrifugation. tagging and physical separation, and antibody 
complexing. among others. 

The compounds and pharmaceutical compositions of the present invention can 
advantageously be used in the treatment of the diseases and conditions described herein. In 

25 this regard, the compounds and compositions of the present invention will prove particularly 
useful as modulators of human fertility, and in the treamient of female and male sex steroid- 
dependent diseases and conditions such as hormone replacement therapy, dysfunctional 
uterine bleeding, endometriosis, leiomyomas, acne, imle-pattern baldness, osteoporosis, 
prostatic hyperplasia and various hormone-dependent cancers, such as cancers of die breast. 

30 ovaries, endometrium and prostate. The GR and MR active compounds and compositions 
of the present invention will also prove useful as affectors of cartwhydrate. protein and lipid 
metabolism, electrolyte and water balance, as well as modulators of the functions of die 
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cardiovascular, kidney, central nervous, immune, skeletal muscle and other organ and tissue 
systems. 

The compounds and jrfiarmaceutical compositions of the present invention possess a 
number of advantages over previously identified steroidal and non-steroidal compounds. 

5 Furthermore, the compounds and pharmaceutical compositions of the present 

invention possess a number of advantages over previously identified steroid modulator 
compounds. For example, the compounds are extremely potent activators of PR and AR, 
preferably displaying 50% maximal activation of PR and/or AR at a concentration of less 
than 100 nM, more preferably at a concentration of less than 50 nM, more preferably yet at a 

10 concentration of less than 20 nM, and most preferably at a concentration of 10 nM or less. 
Also, the selective compounds of the present invention generally do not display undesired 
cross-reactivity with other steroid receptors, as is seen with the compound mifepristone 
(RU486; Roussel Uclaf). a known PR antagonist that displays an undesirable cross 
reactivity on GR and AR, thereby limiting its use in long-term, chronic administration. In 

1 5 addition, the compounds of the present invention, as small organic molecules, are easier to 
synthesize, provide greater stability and can be more easily administered in oral dosage 
forms than other known steroidal compounds. 

The invention will be further illustrated by reference to the following non-limiting 
Examples. 
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EXAMPLK 1 

li?A4-TetrahYdro-2.2.4-trhnethvl-6-Dhenvlqiiin o iine fComp n und 100, sitiir^ .». tt r.f 
Scheme I whan. R'=ph^.,Yf) 

In a flame-dried round bottom (r.b.) flask equipped with a magnetic stir bar was dissolved 
5 U-dihydro-2^.4-trimethyl-6-phenylquinoline (15 mg. 60 iimol) and 10% Pd on C (10 mg) 
in anhydrous CH2CI2 (3 mL). The flask was repeatedly evacuated and filled with N2 to 
remove any residua] O2 and then H2 gas was introduced. The solution was stirred at room 
temperature for 18 h. filtered though a Celite™ plug, and concentrated in vacuo to afford 
7.8 mg (52%) of Compound 100 as an off white solid. Data for Compound 100: Rf=0.7I 
(silica gel. hexane/EtOAc. 3:1). NMR (400 MHz. CDCI3): 7.53 (d, 7= 4.0. IH). 7.47 
(m. 2 H), 7.35 (m. 2 H), 6.53 (d. 7 = 4.1. 1 H). 3.71 (bs, 1 H), 2.98 (m. 1 H). 1.79 (dd. J = 
4.0. 8.0. I H). 1 .41 (d. 7 = 4.0, 3 H). 1.23 (d. 7 = 8.0. 6 H) 



15 



20 



EXAMPLE 2 

1.2-P|hydro-2.2 , 4-trim>'thYl-6-(1.2.3-thiadiazol.5-vlV...i n oline rCnmnnnnd 101. ,;rn.rr»n. A 
of Scheme I- w here Ri=? 3.4-thiadiaTf>lYl> 

To a dry 250-mL r.b. flask equipped with a magnetic stirring bar and a water cooled reflux 
condenser was added 4-(1.2,3-thiadia2olyl)aniline (0.990 g. 5.59 mmol) along with a 
catalytic amount of I2 (=50 mg) dissolved in acetone (HPLC grade. 70 mL). The resulting 
red solution was heated at reflux with constant stirring for 60 h. The reaction was followed 
by TLC (hexane/EtOAc. 3:1. visualized by short wave UV, the product appearing as a bright 
blue spot). After cooling to room temperature (rt). Celite^** (2.0 g) was added and the 
mixture was concentrated under reduced pressure to give a ftee flowing powder which was 
purified by silica gel chromatogr^hy (70 g silica gel 60, 240 mesh. hexane-CtOAc. 5: 1 ) to 
25 afford 258 mg (1 8%) of Compound 101 as a light yellow solid: Rfsr 0.35 (hexane/ ethyl 
acetate. 3:1). Data for Compound 101: NMR (400 MHz. C6D6): 7.86 (d, 7 :s 2.0. 1 
H). 7.70 (dd. 7 = 8.4. 2.1. 1 H). 7.34 (s. 1 H). 6.19 (d. 7 = 8.4. 1 H). 5.09 (s, 1 H). 3.29 (br 
s. I H). 1 .87 (d. 7 = 1 .2. 3 H), 1 .02 (s. 6 H). 
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EXAMPLE 3 

K2>Dihvdro-2,2.4-triTnethvl-6-n.3-oxazol- S-vlkiuinoline (Compound 102. stmcnire 4 nf 
Scheme I. where R^sS-oxazolvn 

This compound was prepared using the procedure for EXAKfPLE 2 from 4-(] 3-oxazol-5- 
5 yOaniline (460 mg, 287 mmol) to afford Compound 102 (299 mg, 1 .22 mmol, 43%) as a 
light brown solid: Rf = 0.23 (silica geU hexane^tOAc, 3:1). Dau for Compound 102: 
NMR (400MH2, C6D6): 7.40 (d, 7 = 1 .99. 1 H). 7.32 (s, 1 H), 7.26 (dd. J = 8.2, 2.0, 1 H), 
7.14(s, 1 H),6.I0(d,7 =8.4, 1 H),5.06(s, IH), 3.23 (br s, 1 H), 1.79 (d.y = 1^,3H). 
1.00 (s,6H). 

10 

EXAMPLE 4 

6'(4.5-Dichloro imidazol> 1 -vlV 1 .2«dihvdro-2^.4>trimethvlquinoline (Compound 103. 
structure 4 of Sc heme I. where R^=4.S>d igt]|lf>r>i"iirfay oi-i-vn 
This compound was prepared using the procedure for EXAMPLE 2 from 4-(4,5- 
1 5 dichloroimidazol- 1 -yOaniline ( 1 .0 g, 44 mmol ) to afford Compound 103 (234 mg, 1 7%) as 
an off-white solid: Rf = 0.26 (silica gel, hexane/ethyl aceute, 3: 1 ). Data for Compound 
103: iH NMR (400 MHz, CeDs) 7.12 (s, 1 H), 6.66 (d. / = 2.3, 1 H), 6.44 (dd. J = 8.4. 
2.4, 1 H), 5.90 (d. J = 8.4, 1 H). 5.05 (s, 1 H), 3.20 ( br s, 1 H), 1 .66 (d, J = 1 .4, 3 H), 0.99 
(S.6H). 

20 

EXAME2JSJ 

6>(4-Bromo-l>methvlpvrazo l-3-vlV1.2-dihvdro-2.2-4-trimethvlquinoline (Compound 104. 
Structure 4 of Scheme I. where RWbromo-l.methvlpvrazol-3-vh 
This compound was prepared using the procedure of EXAMPLE 2 from 4-(4-bromo-l- 
25 methy lpyrazol-3-yl)aniline ( 1 .0 g, 44 mmol) to afford Compound 104 (540 mg. 41 %) as an 
off-white solid. Data for Compound 104: Rf = 0.23 (silica gel, hexane/EtOAc, 3:1). 
NMR (400 MHz, C6D6) 7.64 (s, 1 H), 7.01 (d, i = 1.8, 1 H), 6.90 (dd, J = 8.0, 1.8, 1 H), 
6.10 (d, J = 7.9, 1 H), 5.04 (s, 1 H). 3.37 (s, 3 H), 3.23 (br s, 1 H), 1.75 (d,y = 1.2, 3 H), 
0.99 (s, 6 H). 
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EXAMPLES 

l,2-DjhYdro-23,4-trilTiethvl-6-f3-nvririvlv,„i n oline rCompnnnd IBS, ^,^t..«, 4 of SrfM.mo 
LwhereRls^-pyrtHYl) 

3-(4-Nitrophenvl)pvridine rstnicture 2. wh«> P »=»3.nvrirfviv To a soluUon of H2SO4 (6 
mL) cooled in an ice bath to 0»C was added 3-phenylpyridine (1.0 g. 6.4 mmol). TTie 
orange-red solution was vigorously stirred while HNO3 (1 mL) was slowly added dropwise 
to give a cloudy light yellow solution. After stirring at room temperature for 20 min the 
solution was carefully poured into a beaker filled with ice (200 g). The solution was 
neutralized with 20% NaOH to give a cloudy white suspension which was extracted with 
EtOAc (3 X 150 mL). The organic layers were combined, washed with brine (2 x 50 mL). 
dried (NaS04) and concentrated in vacuo to give the desired product (1.2 g. 99%) as a light 
yellow solid. Data for 3-(4-nitrophenyl)pyridine: Rf = 0.47 (silica gel, methanol/CHCls, 
5/95): iH NMR (400 MHz. acetone-de) 8.99 (s, 1 H). 8.67 (s. 1 H). 8.37 (d. J = 7.0. 2 H). 
8.18 (m. 1 H). 8.02 (d, J = 7.0. 2 H). 7.53 (m. 1 H). 

?-f4-AminOPhffilYl)PYridinft rstmcture 3 ^h^r^ R l=3-nvririvn In a flame-dried r.b. flask 
equipped with a magnetic stirring bar was dissolved 3-(4-nitrophenyl)pyridine (131 mg. 
0.655 mmol) and 10% Pd on C (10 mg) in anhydrous CH2CI2 (3 mL) was added. The flask 
was repeatedly evacuated and filled with N2 to remove any residual O2. and then H2 gas 
was introduced. The solution was stirred at rt for 18 h. filtered though a Celite™ plug and 
concentrated in vacuo to give die desired amine (105 mg. 95%) as an ofl--white solid. Data 
for 3-(4-aminophenyl)pyridine: Rf = 0.17 (silica gel, metiianol/CHCl3. 5/95); 1h NMR 
(400 MHz, acetone-d6) 8.77 (d.y= 2.3. 1 H). 8.42 (dd. / = 6.4. 1.6. 1 H);7.88(m. 1 H), 
7.41 (d. J = 8.5. 2 H). 7.33 (m. I H). 6.78 (d. J = 8.5. 2 H). 4.86 (br s. 2 H). 



1.2-pitTydro-? . ? , 4-trimethvl-6-f3-nvridvnouinnlin^ r C omnounri in^. stmcturr 4 u,t, ^». 
R^=3-pyridyl): This compound was prepared using the procedure of EXAMPLE 2 from 3- 
(4-aminophenyl)pyridine (105 mg. 0.62 mmol) to afford Compound 105 (0.5 mg. 0.3%) as 
an off-white? solid. Data for Compound 105: Rf = 0.44 (silica gel. hexane/EtOAc, 3:1); 
30 IH NMR (400 MHz. CDO3) 9.13 (s. 1 H). 8.58 (d. J = 2.5. 1 H). 7.48 (m. I H). 7.36 (s. I 



106 

H). 7.26 (s. 1 H). 6.96 (s. 1 H). 6.82 (m. 1 H). 6.26 (d. 7 = 4.0. 1 H). 5.12 (s. 1 H). 1.80 (s. 3 
H). 1.06(5.6 H). 
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EXAMPLE 7 

6^4-FluQrophenYlVI 7.-dihvdrD-2.2.4.triiiit>thvl^..in«|f n e fConmnnnH T06. stn.rf..m ^ 
Scheme H. wh^pf RW-fiuomphenvn 

6.BfOtno-1.2-<»hvdro-2.2.4-triinethvkiuinoline fCompniinri 7)- A diy 500 mL r.b. Hask 
equipped with a magnetic stir bar and a reflux condenser was chained with 4-broinoaniline 
(35.7g, 0.208 mol) and acetone (250 mL. Aldrich reagent grade). To this solution. I2 (2.637 
g. 0.05 equiv) was added turning the solution bright red. The mixture was heated to reflux 
with constant stirring for 4 days (approximately 90 hours). The reaction was monitored by 
TLC (20% ethyl acetate/methylene chloride: observed starting material and product under 
short wave UV). As judged by TLC. 50% of the starting material was consumed during the 
course of the reacUon. The reaction mixture was cooled to room temperature and quenched 
with saturated NazSzOs (200 mL). The aqueous mixture was partitioned into 2 phases 
using ethyl acetate (200 mL). TTie organic layer was rinsed with saturated Na2S203 (3 x 75- 
100 mL) and brine ( 100 mL). The combined aqueous layers were extracted with ethyl 
acetate (100 mL). The organic layers were combined and dried over anhydrous sodium 
sulfate. Hie crude daric material was purified by flash chromatography (800 mL silica, 50% 
20 ethyl acetate/methylene chloride) followed by recrystallization of isolated quinoline 

(hexane) yielding 8.22 g (15%) of Compound 7 (white crystals). Data for Compound 7: Ifl 
NMR (400 MHz. acetone-d6) 7.06 (d. 7=2. IH). 6.99 (dd, 7 = 8. 2. IH), 6.42 (d, 7=8. 
IH). 5.36 (s. IH). 5.28 (br s, IH) 1.92 (d. 7 = 2. 3H). 1.24 (s. 6H). 

^ ^PrPniO'j-ygrT-butyloxvcaTbpnvl-l.2-dihvdro-2.2.4-trim^th v lauinolin« rrompoiind RV An 
oven dried 250 inL r.b. flask equipped with a magnetic sUrrer and a nitrogen inlet was 
charged with Compound 7 (4.04 g. 16.0 mmol). The white crystals were dissolved in 40 mL 
THF. The clear solution was cooled to -780C with constant stirring. A thermocouple was 
used to monitor the reaction temperature. n-Butyllidiium (n.2 mL. 16.8 mmol. 1.50 M) 

30 was added slowly by syringe over a period of 15 min (temperature maintained between - 
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700C and -650Q turning the reaction mixture bright yellow. The reaction was allowed to 
continue stirring at -750C for an additional 15 min. The inaction was wanned to Qoc and 

the di-rm-butyl-dicaibonate (3.846 g. 17.62 mmol) was added in one portion. NOTE: a 
significant exotherm was observed with the addition of the dicarbonate from QOC to 120C.. 
5 The reaction was monitored by TLC as it warmed to rt (50% ethyl acetate/methylene 
chloride) (3-5 hours). The reaction mixhire was quenched witfi 1.0 M Na2S203 (100 mL) 
and partitioned with ediyi acetate (100 mL). The organic layer was rinsed with 1.0 M 
NazSaOa (2 X 50 mL) and brine (100 mL). The aqueous layers were combined and back 
extracted wiUi methylene chloride (75 mL). The organic layers were combined and dried 
10 (Na2S04). The crude mixture was purified by flash chromatography (400 mL silica. 2% 
ethyl acetatefliexane) to provide Compound 8 (3.765 g. 66.7%) as an oil. Data for 
Compounds: lHNMR(400MHz.acetone-d6)7.30ppm(s. IH).7.28(d.y= 8.1H).7.11 
(d. 7=8. IH). 5.60 (s. IH). 2.00 (s. 3H). 1.49 (s. 9H). 1.48 (s. 6H). 

^"gral McfhTHt 1: biarvl connling of an i.fvl tw^ppnic acid with /i-P T omo-l ■2-Hihvrf.v^-7 o ^ . 
IrimethYlquinolipe ( COmpwrid a 25 mL recovery flask equipped with a magnetic stir 
bar was charged witii Compound 8 (1.0 equiv) in toluene (O.I M). 

Tetrakis(triphenylphosphine)palladium (0.03 equiv). boronic acid (R1b(OH)2) (1.3 equiv. 
0. 1 M in ethanol) and potassium cariwnate (2.0 equiv. 2.0 M) were added to the reaction 

20 flask sequentially under a nitrogen atmosphere. A reflux condenser was fitted to the flask 
and the cloudy reddish solution was stirred rapidly and heated to reflux for about 4 h until 
the starting material had been completely consumed as judged by TLC (15% ethyl 
acetatc/hexane). The product mixnire was then cooled to room temperanire and quenched 
wiUi saturated NH4CI (4-5 mL). Ethyl acetate (5 mL) was used to partition the mixture. 

25 TT,e organic layer was rinsed with satiirated NH4a (2x5 mL). The aqueous layers were 
extracted with ediyl aceute (5 mL). The organic layers were combined, dried (NaiSO^), 
and purified as indicated. 
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6-f4-FlttorophenvlVK2-dihvdfD-2,2.4-triincthv](nimoIiiie (Compound 106. stnicture 4. 
where R^=4-flttorophenv]V This compound was prepared according to General Method 1 
from Compound 8 (1 19.3 mg, 0.472 mmol) and conunercially available 4- 
fluorobenzeneboronic acid (84. 1 mg, 0.601 mmoU Lancaster). The product. Compound 
5 106 (5.0 mg, <1%), was isolated and puriHed by reverse phase HPLC (ODS, 80% 

methanol/water, 3.0 mL/min). Data for C>>mpound 106: NMR (400 MHz, acetone-d6) 
7.57 ppm (m, 2H). 7.27 (d, 7=2, IH), 7.20 (dd, J = 12, 2, IH), 7.13 (dd, 7 = 16, 8, 2H), 
6.57 (d, 7=8. IH), 5.38 (s. IH), 5.26 (br s. IH), 2.03 (d. 7 = 1.6, 3H), 1.28 (s, 6H). 

10 EXAMPLES 

1 ^-Dihvdro-6-(3-trifluoromethvlphenvn-2.2.4"trimethvlQuinoline (Compound 107. 
structure 4 of Scheme II. where R^=3-trifluoromethvlDhenvn 
This compound was prepared according to General Method 1 (EXAMPLE 7) from 
Compound 8 (100.0 mg, 0.396 mmol) and commercially available 3- 

15 trifluoromethylbenzeneboronic acid (97.8 mg, 0.515 mmol, Lancaster). Compound 107 (2.0 
mg. <1%) was isolated and purified by reverse phase high pressure liquid chromatography 
(HPLC)(ODS,80%methanol/water.3.0mUmin). Data for Compound 107: ^HNMR 
(400 MHz, acetone-d6) 7.86 (d, 7=8, IH). 7.85 (s, IH), 7.60 (dd, 7 = 16, 8, IH), 7.54 (d. 
7=8, IH), 7.38 (d, 7=2, IH), 7.32 (dd, 7 = 8, 2, IH), 6.61 (d, 7=8, IH), 5.40 (s. IH), 

20 5.40 (s, IH), 2.78 (s, 3H), 1.30 (s, 6H). 



K2-Dihvdro>2^.4-trimethvl-6 -r4-nitrophenvlkiuinoline (Compound 108. strucnire 4 of 
Scheme II. R 1 =4-nitrophenvn 

25 ( 1 "fgrr-Butvloxvcarfaonvl- 1 ,2-dihvdrO'2>2.4>trimethvl-6-quinoHnvnboronic acid (Compound 
21: A 25 mL r.b. flask, equipped with a magnetic stirring bar, was charged with Compound 
8 (3.765 g, 10.67 mmol) under N2. The oil was dissolved in 1 1 mL THF (anhydrous) and 
cooled to -78^. r^rr-Butyllithtum (12.6 mL, 21 .4 mmol, 1 .70 M) was added by syringe 
over a period of 10 min (maintaining temperature below -70^) turning the reaction mixture 

30 from pale yellow to bright yellow. The reaction was allowed to continue at -75^C until all 
of the starting material had been consumed as judged by TLC (15% ethyl acetate/hexane). 



EXAMPLES 
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Trimcthyl borate (1.22 g. 1.33 mL. 1 1.7 mmol. I.I equiv) was added by syringe over 5-10 
minutes (temperature between -70OC and -dSOQ. The reaction was monitored by TLC. 
Upon compleUon. the produa mixture was quenched with sahirated NH4CI (200 mL). 
Addition of ethyl acetate (200 mL) partitioned the mixture into 2 phases. The organic phase 
was washed with saturated NH4CI (100 mL) and brine (100 mL). The combined aqueous 
layers were extracted with cthyj acetate (100 mL). The organic layers were combined and 
dried (Na2S04). The crude mixture was applied to a small column containing 200 mL 
silica and 15% ethyl acetate/hexane. The higher R/impurities were eluted with 2 L of 10% 
ethyl acetate/hexane. The boronic acid. Compound 9. was eluted with 500 mL ethyl acetate 
followed by 750 mL ethane! to provide 1 .483 g (44%) of Compound 9. Data for Compound 
9: iH NMR (400 NfHz. acctone-d6) 7.73 (d. J = 1.2, IH). 7.66 (dd. 7=8, 1.2. IH). 7.13 
(d.y= 8. lH).5.49(s, 1H),2.01 (d.J= 1.6.3H). 1.50(s,9H). 1.46(s.6H). 

Qencral Mgfhtxf ?• Naryl counlinp of an arvlbm n iide and n.f^rf.butvlo»vrartw..,Y '- | ,^- 

hydro-2.2.4-trimethv|.6-niiinolinvhhnmniP acid rCnmp»nnH oy A 25 mL recovery flask 
equipped with a magnetic stirring bar, was chaiged with aryl bromide ( 1 .0 equiv. 0. 1 M in 
toluene). Tetralcis(triphenylphosphine)palladium (0.03-0.1 equiv). Compound 9 (1.0 equiv, 
0. 1 M in ethanol) and K2CO3 (2.0 equiv, 2.0 M) were added to the reaction flask 
sequentially under a nitrogen atmosphere. A reflux condenser was fitted to the ttask and the 
20 cloudy reddish sohition was stirred rapidly and heated to reflux for about 4 h unUl the 
starting matoial had been completely consumed as judged by TLC (15% ethyl 
aceutefliexane). The product mixture was then cooled to room temperature and quenched 
with saturated ammonium chloride (4-5 mL). Ethyl acetate (5 mL) was used to partiUon the 
mixture. The organic layer was rinsed with saturated ammonium chloride (2x5 mL). The 
aqueous layers were back extracted with ethyl acetate (5 mL). The organic layers were 
combined, dried (Na2S04), and concentrated. A solution of the crude piodua in 
dichloromethane (0.1-0.3 M) was cooled to -20»C (ice/acetone) and treated with 
trifluoroacetic acid (10-40 equiv). Stirring was continued for 5-15 min and the reaction 
mixture was treated with excess saturated NaHCOj. The product was extracted with ethyl 
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acetate (3 x). The extracts were washed with saturated NaHCC)3 (3 x), combined, dried 
(Na2S04), concentrated, and purified as indicated. 

1.2-DihvdrcH2^>4-triniethvl-6-(4'nitrophenvl>Quino1ine (Compound 108, structure 4 of 
Scheme II. where R^=4>nitrophenvn: This compound was prepared according to General 

5 Method 2 from Compound 9 (36.6 mg, 0.1 15 mmol) and commercially available 
bromonitrobenzene (19.4 mg, 0.96 mmol, Aidrich). Compound 108 was isolated and 
purified by recry stall ization from hexane to afford 9.4 mg (38%) of Compound 108. Data 
for Compound 108: NMR (400 MHz, CDCI3) 8.23 (dd, 7 = 8, 1 .6. 2H), 7.65 (dd, J = 
8, 2, 2H), 7.33 (d, 7=2. IH), 7.31 (dd, 7=8. 2.4, IH), 6.51 (d, 7=8, IH), 5.38 (s, IH), 

1 0 3.94 (br s, I H), 2.06 (d, 7 = 1 .2, 3H). 1 .33 (s, 6H). 

EXAMPLE 10 

6-(2,3-Dichlorophen vlV 1 ,2-dihvdro-2,2.4>trimcthvlquinoline (Compound 109. structure 4 
of Scheme II, where R ^ =2.3-dichlorophenvn 
15 This compound was prepared according to General Method 2 (EXAMPLE 9). From 

Compound 9 (68.0 mg, 0.21 mmol) and commercially available 2,3-dichlorobromobenzene 
(40.1 mg, 0.18 mmol, Lancaster) was obtained a crude product which was isolated and 
purified by reverse phase HPLC (ODS column, 97% methanol/water, 3.0 mL/min) to afford 

20 mg (29%) of Compound 109. Data for Compound 109: IhNMR (400 MHz, CDCI3) 
20 7.39 (dd, 7=8, 1.6, IH), 7.19 (dd.7 = 16, 8, IH), 7.23 (dd, 7 = 4, 1.6, IH), 7.1 1 (d, 7 = 
1.6, lH),7.05(dd,7= 8, 1.6. lH).6.46(d,7= 8. lH),5.34(s, IH). 3.82 (br s. IH), 1.99 
(s,3H). 1.32(s,6H). 

EXAMPLE 11 

25 1 ,2-Dihvdro-6-f 2-hvdroxvcarfaonvM>nitrDphenvlV2.2.4«trim ethvlquinoline (Compound 
110. stnicture 4 of Scheme IL where Rl=2>hvdroxvcart)onYl-4-nitrophenvn 
This compound was prepared according to the General Method 2 (EXAMPLE 9). From 
Compound 9 (68.0 mg, 0.21 mmol) and methyl 2-bromo-5-nitrobenzoate (446.6 mg, 1 .72 
mmol), 712 mg (92%) of the coupled quinolinylmethylester was obtained. A portion. 481 

30 mg ( 1 .06 mmol), of this intermediate was hydrolyzed using potassium hydroxide ( 1 49 mg. 
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2.6nimol)inreniixing4:l medianoIMaterovcrapcriodof 3 h. The hydrolyzcd product 
was isolated by extraction with ethyl acetate. The crude product was purified by SGC (200 
mL silica. 30% ethyl acetate^exane to 50% ethyl acetate^exane) to afford 490 mg (guant) 
ofN-fert-butyloxycafbonyH.2Hiihydro^2-hydroxycaibonyl-4-nitrophcnyl)-2.2.4- 
5 trimethylquinoline. N.rm-butyloxycarbonyl-U-dihydro-6<2-hydroxycarbonyl-4- 
nitrophenyl)-2.2.4-trimethylquinoline (49.0 mg. 0. 1 1 mmol) was then treated with 
trifluoroacetic acid (0.34 mL. 4.5 mmol) to remove the rm-butyl carbonate group (1-5 
minutes. OOQ. The quenched reaction mixture was purified by silica gel chromatography 
(SGQ (50 mL silica, 40% ethyl acetate/hexane) to afford 1 .2 mg «1 %) of Compound 110 
Data for Compound 110: 1h NMR (400 MHz. acetone-de) 8.43 (d. J = 2.4. IH). 8.33 (dd 
8.2.4.1H).7.72(d.y= 8. 1 H). 7.08 (d. 7 = 2. IH). 7.02 (dd. / = 8.2. IH).6.57(d.y 
- 8. lH).5.62(brs. 1H).5.41 (s, IH). 1.96 (d.J= 2.4. 3H). 1.28 (s.6H). 
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EXAMPf K 1? 

6-(3.4-Dich)ornphrnylVl ?-flthydro.2.? 4-rrimrthvlQuinolm. rro»,r ».. ^ d 111 c>n..p .p>^T'f 
Scheme n "'hTT '^'=3.4-dt<;»hl oronhenv|) 

This compound was prepared according to General Method 2 (EXAMPLE 9). From 
Compound 9 (78.4 mg. 0.25 mmol) and commercially available 3.4Mlichlorobromobenzene 
(56.7 mg. 0.25 mmol. Lancaster) was obtained a crude product which was isolated and 
20 purified by preparative thin layer chromatography (PTLC) (1000 »im. 10% ethyl 

acetate/hexane) to afford 22 mg (28%) of Compound ill. Datafor Compound 111: 1h 
NMR (400 MHz. acetone-d6) 7.73 (S.1H). 7.52 (d.y= 1.2. 2HX 7.32 (d./= 2.1H).7.26 
(dd.y= 8.2. IH). 6.57 (d.y= 8. IH). 5.42 (brs.lH). 5.37 (S.1H). 2.03 (d.y= 1.2 3H) 
1.27 (S.6H). 
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EXAMPI.R 1.^ 

4-Ethv|-l,2-dthYdm-? ?-dimrthYl-6-Dhenvlnuinoline rCnmnnnnH y i2. stn.^.^ ^ 
Scheme II. wh^r. . Rl=nhenvl . R2=methvh 

yy-ym-Butyloxyrarhonvl-l -> fiihydrc>-2.2Klim^thvl-4-hvrim,vn..thY ., 6.phenvl n.»noHn. 
(stnigture IT . where Rl^phenyiy A solution of Af-rerr-butyloxycarbonyl-1.2-dihydro-2,2.4- 
30 trimethyl-6-phenyl quinoline (structure 10. where R'=phenyl) (310 mg. 0.888 mmol) and 
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selenium dioxide (345 mg, 3. 11 mmol) in 17 mL of dioxane was heated to reflux for 3 h. 
The reaction mixture was quenched with 1:1 NaS203 (10%) / Na2HC03 (10%). extracted 
with dichloromethane, dried (MgS04), and the organic phase was concentrated in vacuo. 
Purification by flash chromatography (silica gel, hexane/ethyl acetate, 4: 1 ) gave 212 mg of 
5 tfie intermediate aldehyde along with 75 mg of the desired alcohol of structure 11, where 
R ^ =phenyl. The aldehyde was treated with sodium borohydride in 25 mL of methanol at 
0°C. After 1 h at (K'C, the reaction mixture was quenched with water, extracted with ethyl 
acetate and concentrated in vacuo to give an oil that was purifled by flash chromatography 
(silica gel. hexane/ethyl acetate, 4:1) providing structure 11, where R^s^enyl (240 mg, 
10 84%). iH NMR (acetone d6) 7.68 (d, J = 9, 2H). 7.61 (d, 7 = 1.8, IH), 7.47 (dd, J = 6.2, 
1.8, 1H),7.41 (d.y= 6.4, 2H), 7.29 (m,2H), 5.80 (s. IH). 4.51 (d, J= 6.8, 2H),4.12(t, J 
= 6.8,1H), 1.52(brs. 15H). 



N-/err-Butvloxvcarbonvl>4>bro momethvl- 1 ^-dihvdro-2.2-dimethvl>6>Dhenvl ouinoline 
(structure 12. where R^sphenvIV To a solution of //-terr-butyloxycarbonyl-1 ,2-dihydro-2,2- 
dimethyl-4.hydroxymethy^6-phenylquinoline (structure 11. where r" = phenyl) (230 mg, 
0.630 mmol) and carbon tetrabromide (220 mg, 0.662 mmol) in 5 mL of dichloromethane at 
0°C was added oiphenylphosphine (174 mg, 0.662 mmol) in 2 mL of dichloromethane. The 
reaction mixture was allowed to warm to rt and stirred for 1 h. The mixture was 
20 concentrated in vacuo to a residue that was subjected to flash chromatography (silica gel. 
hexane/ethyl acetate, 9: 1 ) to give stracture 12. where R^=phenyl (72 mg, 27%) . NMR 
(acetone da) 7.67 (m. 3H), 7.52 (dd, 7 = 8.7, 2.1, IH), 7.45 (t, 2H), 7.32 (m, 2H). 6.07 (s, 
IH), 4.60 (s, 2H). 1.55 (s, 6H), 1.53 (s, 9H). 

25 4-EthYl-K2-dihvdro-2>2-dimethvl-6- phenvlquino!ine (Compound 112. structure 13 of 

1 2 

Scheme II. where R^=phenvl■ R =nnethyn: To a solution of A(-rerr-butyloxycarbony 1-4- 
bromomethyl-l,2-dihydro-2,2-dimethyI-6'phenylquino]ine (structure 12. where R*=:phenyl) 
(20 mg, 0.047 mmol) and copper 0) iodide (4 mg, 0.02 mmol) in 1 mL of anhydrous ether at 
OX was added MeMgBr (0.060 mL, 3 M in ether). After 30 min of stimng at 0**C, the 
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feaction mixture was quenched with saturated NH4a and extracted with ethyl acetate. TTie 
oi]ganic layers were combined, dried (Na2S04) and concentrated in vacuo to provide an oil 
which was purified by SGC (silica gel. hexane/ethyl acetate. 9:1) giving N-ten- 
butyloxycaitoonyl-4^thyl- 1 .2-dihydro-2.2-djmethyl-6-phenylquinoline ( 1 6 mg. 91 %) . Ifl 
5 NMR (acetone-d6) 7.65 (d, J = 8.7. 2H). 7.51 (dd. J = 8.0. 1 .7, IH). 7.29 (m. 2H). 7.43 
(m. 3H). 5.56 (s. IH). 2.55 (q. J = 8.9. 2H). 1 .51 (s. 6H). 1.57 (s. 9H), 1.19 (t, 7 = 8.9, 3H). 
To a solution of Af-tert-butyloxycarbony l-4-ethyl- 1 .2-dihydro-2.2-dimethyl^ 
phenyjquinoline (1 6 mg. 0.044 mmol) in 1 mL of dichloromethane at 0"C was added 0.3 mL 
of trinuoroacetic acid. After 10 min of stirring, the reaction was quenched with saturated 

1 0 NaHCOa. and extracted with dichloromethane. The organic layers were combined, dried 
(Na2S04) and concentrated in vacuo to provide an oil that was puriHed by SGC (silica gel. 
hexane/ethyl acetate. 7:3) to provide 3 mg (25%) of Compound 112. Dau for Compound 
112: iH NMR (acctone-d6) 7.55 (d. J = 8.6. 2H). 7.37 (m, 3H). 7.23 (m. 2H). 6.59 (d. J = 
8.26. IH). 5.38 (s,lH), 3.76 (s. IH). 2.48 (q. 7 = 7.4. 2H). 1 .29 (s. 6H). I.l7(t.7= 7.4. 

15 3H). 
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EXAMPLE 14 

J.2-Pihydrp-2 , 2-f|imffhvl-6-t>henvl-4-DroDvlnuinnline fCnmpnnnH f l3. stnich.«. 1%^f 
Scheme II, wh^jy ^l=phenv1. R^^hvl) 

To a solution of Ar-terf-butyloxycaibonyl-4.bromomethyl-l.2-dihydro-2.2-dimeajyl.6- 
phenyl quinoline (structure 12. where R'=phenyl) (20 mg. 0.047 mmol) and copper (I) 
iodide (4 mg. 0.019 mmol) in 1 mL of anhydrous ether at 0»C was added EtMgBr (0.06 mL. 
3M in ether). After 30 min of stirring at 0»C, the reaction mixture was quenched with 
saturated NH4CI and extracted with ethyl acetate. The oiganic layers were combined, dried 
25 (Na2S04). and concentrated in vacuo to provide an oil that was used directly in the next 
step. To the crude quinoline (20 mg. 0.053 mmol) in 1 mL of dichloromethane at 0»C was 
added 0.3 mL of trifluoroacetic acid. After 10 min of stilting, the reaction was quenched 
with aqueous sanirated solution of NaHCOg and extracted with dichloromethane. The 
organic layers were combined, dried (Na2S04) and concentrated in vacuo to provide an oil 
30 that was chromatographed (silica gel, hexane/ethyl acetate. 7:3) to give Compound 113 (9 
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ing.61%). Data for Compound 113: NMR (acetone-^le) 7.53 (m, 2H). 7.40 (m. 3H). 
7.24 (m. 2H). 638 (d. 7 = 8. 14, 1 H), 5.38 (s. IH). 3.76 (s. IH). 2.45 (t. 7 = 7.40. 2H), 1 .60 
(sx. J = 7.39. 2H). 1.29 (s. 6H). 0.99 (t, 7 = 7.27, 3H). 

EXAMPLE IS 

H?-qil9roPhenYlVl,2^ihYdro-2.2.4.triinethvlQuinolini. rCoinnn..nri T|4. stnictii». A rsf 
Scheme II. where Rl=2-chlof«nhenvl^ 

This compound was prepared according to General Method 2 (EXAMPLE 9). From 
Compound 9 (48.5 mg, 0. 15 mmol) and commercially available 2-chlorobromobenzene 
(17.8 mL. 0.15 mmol. Lancaster) 15 mg (34%) of Compound 114 was isolated. Data for 
Compound 114: 1h NMR (400 MHz. acetone-d6) 7.45 (dd. 7 = 8, 1 .2, IH). 7.36 (dd. J = 
8. 2. IH). 7.33 (ddd, J= 16, 8. 1.2. IH). 7.23 (ddd. J= 16. 8, 2. IH). 7.1 1 (d. 7 = 2. 1 H). 
7.03(dd.7= 8.2. lH).6.53(d.7= 8. IH). 5.35 (s. IH). 5.31 (br s. IH), 1.97 (d,7 = 1.6, 
3H), 1.28 (s. 6H). 



EXAMPLE K 

l^-Dihvdfv-? 7 4-triroethvlindenof2.l-nouinnl i ne fCompni.gd 116. structure 17 of .Sph«»m«> 
IV.wherel|l-6=,H TC^Hi^) 

General Method 3; 1.2-dihYdroQuinoline formation fro m an aniline: To a dry SOO-mL r.b. 
20 flask equipped with a magnetic stirring bar and a water cooled reflux condenser was added 
structure IS along with I2 (0.05-0.2 equiv) dissolved in acetone (0. 1-0.5 M). The resulting 
red solution was heated at reflux with constant stirring for 60 h. The reaction was followed 
by TLC (hexane/EtOAc. 3:1. visualized by short wave UV, the product appearing as a bright 
blue spot). After cooling to room temperature. Ctlitc™ (2.0 g) was added and the mixture 
was concentrated under reduced pressure to give a free flowing powder which was purified 
by flash column chromatography (70 g silica gel 60. 240 mesh. hexane^tOAc. 5:1) to 
afford a mixture of isomers of structures 16 and 17. 

l,2-Dihydro-2.2,4-trimethvlindenor2.1-flaiiinoli ne ^Compound 116. stmrnire 17 of Sgh«.m.. 
30 IV, wh?re R'-6-h. X=cH2>: This compound was prepared according to General Method 3 
from structure 15 (where Rt-6=H. X«CH2) (5.0 g, 27 mmol) to affoid a mixture of 
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Compound 115 (stnicturc 16 of Scheme IV. where r1-<»=H, X=CH2K1.64 g. 22.7%) and 
Compound 1 16 (336 mg. 4.65 %) in an 85: 1 5 nttio (as detennined by 1h NMR). Data for 
Compound 116: Rf = 0.57 (silica gel, hexane^OAc. 3:1). 1h NMR (400 MHz. CeDe) 
7.62 (d. y = 8 0. IH). 7.45 (d. 7 = 8.0. IH). 7.28 (d.^ - 7.3. 1 H). 6.31 (d. y = 8.0. IH). 
5. 19 (s. 1 H). 3.74 (s. 2 H), 3.28 (br s, 1 H). 1 .98 (d, J = 1 .2. 3 H), 1 .08 (s, 6 H). 
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EXAMPLE 17 

8 -Bronio.l.2.dihvriro-? 7 4.<rimethvlindenon 2.glQuinolin. rr^T pnounrf 117 .t^.^.,^ |^ 
of Schema fV, where r2-4 r6=h RS=Br. X=rHT) 

This compound was prepared according to General Method 3 (EXAMPLE 16) from 
structure 15 (where Rl-4. r6=h, R^=Br, X=CH2) (2.0 g. 7.7 mmol) to afford 376 mg 
(49%) of Compound 117 as a rose colored solid (along with Compound 127, Example 18). 
Data for Compound 117: Rf = 0 53 (silica gel. hexane/EtOAc. 3:1) Ih NMR (400 MHz 
C6D6) 7.38 (m. 3H). 6.17 (s. IH). 5.15 (s. 1 H). 3.34 (s, 2 H). 3.27 (br s. I H). 1.93 (d J 
15 =1.0. 3 H). 1.08 (s, 6 H). 

EXAMPLE 18 

7-Bromo-l 7^ihvdro-? -> 4. tTimethYlindenor? l-^nuinolin. rm^p ^..^^^! t„ ^ 

Scheme TV. wh..r ^ rI-4 r6=h R^=Br y=CH'>> 

This compound was prepared according to General Method 3 (EXAMPLE 16) from 
stmcture 15 (where r1-4, r6=h. k'^Bt, X=CH2) (2.0 g, 7.7 mmol) to afford a mixture of 
Compounds 117 and 127. Purification by silica gel chromatography afforded pure 117 (376 
mg. 49%) (EXAMPLE 17) and mixed fiactions containing 117 and 127. Compound 127 
was purified by reverse phase HPLC (ODS column. 95% methanol/water. 3 0 mUmin). 
25 Dau for Compound 127: Rf = 0.53 (silica gel. hexane/EtOAc. 3:1); le NMR (400 MHz. 
C6D6) 7.38 (d. J = 8.3. 1 H), 7.3 1 (s, 1 H). 7.29 (d. J = 8.0. 1 H), 7. 19 (d. 7 = 8 0. 1 H). 
6.25 (d,y - 8.1. 1 H). 5.16 (s. 1 H). 3.52 (s. 2 H). 3.32 (br s. 1 H). 1.91 (d, y = 1 4 3 H) 
105(s.6H). 
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EXAMPLE 19 

L2-Dihvdro>2,2.4-trimethvlben2on>1furanQf3,2-g1qumQlm^ Hg structure iic^ f 

Scheme IV where r2-6=h X=Q^ 

This compound was prepared according to General Method 3 (EXAMPLE 16) from 
5 structure 15 (where R^-^H, X=0) (1.0 g, 5.5 mmol) to afford Compound 118 (264 mg, 
18 4%) as a yellow solid, and Compound 119 (936 mg, 65%) as a clear colorless oil. Data 
for Compound 118: Rf = 0.44 (hexane/EtOAc, 3:1); NMR (400MHz, C6D6) 7.61 (d, J 
= 6.9, IH), 7.56 (s. 1 H), 7.41 (d, J = 8.0, IH), 7.13 (m, 2 H), 6.38 (s, 1 H), 5.12 (s, 1 H). 
3.28 (br s, 1 H), 1.91 (s, 3 H), 1.05 (s, 6 H). 
10 EXAMPLE 2D 

l,2-Dihvdro-Z2.4>trimethvIbenzorblfuran or2.3>/lqutnoHnerCompound 119. strucnire 17 of 
Scheme IV. where R^^R X=Q^ 

This compound was prepared according to General Method 3 (EXAMPLE 16) from 
structure 15 (where R^-^H, X=0) to afford Compound 118 (264 mg, 1 .00 mmol, 18 4%) 
15 as a yellow solid and Compound 119 (936 mg, 3.55 mmol, 65.1%) as a dear colorless oil. 
Data for Compound 119: Rf= 0.44 (silca gel, hexane/EtOAc, 3: 1); NMR (400 MHz, 
C6D6) 7.63 (dd, J = 7.4, 1 .5, 1 H), 7.41 (d, J = 8.2, 1 H). 7,35 (d, J = 7.3, 1 H), 7 1 1 (m, 
2 H). 6. 19 (d, J = 8.4, 1 H), 5. 1 1 (s. 1 H). 3.38 (br s, 1 H). 2.49 (d, J = 1 .2, 3 H), 1 ,06 (s, 6 
H). 

20 

EXAMPLE 21 

6>FhiorQ>1.2-dihvdro>2,2.4>trimethvlindenor 2.1>/lQuinoline (Compound 120. structure 17 nf 
Scheme IV where r1- 5»H. K^¥ X==CH2^ 

This compound was prepared according to General Method 3 (EXAMPLE 16) from 
25 structure 15 (vAictc r1-5=h, R^F. X=CH2) (1.0 g, 5 .0 mmol) to afford 248 mg (18%) of a 
mixture of Compounds 120 and 121. Pure samples of Compounds 120 and 121 were 
obtained by preparative thin layer diromatography (PTLC) (1000 |im, hexane/EtOAc, 9:1). 
Data for Compound 120: Rf = 0.70 (hexane/ EtOAc 3:1); >e NMR (400 MHz, C^s) 
7.38 (d, J = 8.0, 1 H), 7.29 (d, J = 7.5, 1 H), 7.09 (dd. J = 8. 1, 5.3, 1 H), 6.8 (dd, J = 8.6, 
30 8.6, 1 H), 6.26 (d, J = 8.0, 1 H), 5.13 (s, 1 H), 3.81 (s. 2 H), 3.32 (br s, 1 H), 1.88 (d, J = 
1-2, 3 H) 1.05 (s, 6H). 
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EXAMP1,RM 

P-Fluoro.l.2-<lihY^2,2.4-trinirrhY|indenori.2-«>1o..inolinefCnm»onnH in ji. ,,n.,^.^ 
of Schemt. IV. whene r2- 5-h. R6aR Vz^Tj^) 

this compound was obtained as described above for Compound 120 (EXAMPLE 2 1 ). Data 
for Compound 121: Rf = 0.71 (silica gel. hexanc/EtOAc. 3:1); IhnMR (400MHz, 
C6D6) 7.48 (s. 1 H). 7.25 (d. J = 7.4. 1 H). 7.07 (dd, 7 = 7.8. 5.4. 1 H). 6.80 (dd. J 1 8.7. 
8.7. 1 H). 6.13 (s. 1 H). 5.15 (s. 1 H). 3.63 (s, 2 H). 3.28. (br s, IH). 1.93 (d. J = 1.2. 3 H) 
1.09 (s. 6 H). 



EXAMPI.K r\ 

J.2-DihYdm-9-hvdroxYmethY|-2 ? 4.tri methv|indenori ? -Plouinol.n. ir^^ ^ . 

Scheme V) • 

Methyl 1.2-djhYrirO-? ? 4-fnTpethYlindenofl ?-Houinolm^.Q.r.H^x vlate r.tn.^r..^ i^^^ 
g'^fc«'«'IVwhfrrK2-S=H , R6=ro^rH2 ^- 0^2) : This compound was prepared 
according to General ftocedure 1 from methyl 2-aminofluoreno-8-carboxylate to afford 872 
mg (65%) of methyl U-dihydro-2A4-trimethyli„deno[I.2-g]quinoline-8-carboxyIate 
(structure 16 of Scheme IV where r2-5,h. R^=C02CH3. X=CH2) as an off white solid. 
Data for methyl U-dihydn>-2.2.4-trimethylindenoI1.2-rtquinoline-9-caiboxylate- 1h 
NMR (400 mHz.C6D6) 8.03 (d.y= 7.8. 1 H).7.56(d.y= 7.4. 1 H.).7.50(s. I H.).7.20 
(dd, J = 15. 7.5. 1 H). 6.32 (s. 1 H). 5.17 (s. 1 H). 4.28 (s. 2H). 3.55 (s. 3H). 1.97 (d. J = 
1.3.3H). 1.10(s.6H). 



30 



i. 2.DihYdro-9-hYdroxvlmethv!-? ? 4-rrim^thvlinH.^ ^ p .2.pin..inolin> T nTTTTnTl ^''7 
Scheme V) . In a r.b. flask equipped with a magnetic stirring bar was dissolved methyl 1 ,2- 
dihydro-2,2.4-trimethyIindeno[l,2-g]quinoline-9-carboxylate (23 mg, 72.1 nmol) in 10 ni 
dry THF. The solution was stirred at -78»C for 10 min and DmAl-H (1.0 M in hexanes; 
0.43 mL. 6 equiv) was slowly added. After stirring for 20 min tiie reaction was quench«J 
with Na2SO4 l0H2O (100 mg) and the solution was warmed to rt, at which tin« the 
reaction mixture became a white gelatinous suspension. The suspension was filtered and 
washed repeatedly witii EtOAc. The washings and filtrate were combined and concentrated 
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in vacuo to give 10 mg (49%) of Compound 122 as a white solid. Data for Compound 122 : 
Rf = 0.23 (silica gel, hexane/EtOAc, 3:1). NMR (400 MHz, acetone-d6) 7.55 (d, J = 
7.4, IH). 7.50 (s, IH); 7.26 (dd, J = 15, 7.5, IH); 7.18 (d, •/ = 7.4, IH); 6.73 (s, IH); 5.36 
(s, IH); 5.21 (s, IH); 4.72 (d, J = 5.8, 2H); 4.06 (dd, 7 = 1 1 .4, 5.7, IH); 3.20 (s, 2H); 2.78 
5 (s, 3H); 1.28(s,6H). 

EXAMPLE 24 

8-Chloro>1.2-dihvdro>2.2.4>trimethvlindenorK2«glQuinotine (Compou nd 123. stnicture 16 
Scheme IV, where r2'4 r6^h. R^^L X=^CH2^ 

10 2-Amino-7»chlorofluorene rstmcture IS. Scheme IV. where R^-^.R^R R^=CK X=CH7V 
A 100 mL round-bottom flask was charged with structure 14 (where, r2'^,R^H, R^=CI» 
X=CH2) (496 mg, 2.02 mmol) and methylene chloride (20 mL) and 10% Pd/C (0.5g) was 
added to the solution. The reactton vessel was flushed with nitrogen and stirred under an 
atmosphere of hydrogen overnight (-1 5 hours), at which time the starting material was 

1 5 completely consumed as judged by TLC (50% ethyl acetate/hexane). The flask was flushed 
with nitrogen before exposing the mixture to air. The product mixture was diluted with ethyl 
acetate (50 mL) and washed with brine (3 x 30 mL). The organic layers were combined, 
dried (Na2S04), and concentrated. The crude product, structure 15 (where R^-4,R^H, 
R^=C1, X=CH2)(400 mg, 92%), was used in the next step without purification. 

20 

8<:Woro-l,2-dihvdro-2.2.4>trimethvlindenorL2-j^lquin otine (Compound 123 structure 16. 
Scheme IV. where r2-4.r6=.h r5=c1 X=CH2V This compound was prepared according 
to General Method 3 (EXAMPLE 16) firom structure 15 (where R^-4,r6s=h, r5=<:1, 
XK:H2X400 mg, 1 .85 mmol) and acetone (60 mL, Aldrich reagent grade) to afford 
25 Compound 123 and structure 17. wbcrc r2-4^r6=h^ R^=C1, X=CH2. Purification by PTLC 
(reverse phase, 80% methanol/water) provided 1.8 mg (<1%) of Compound 123. Data for 
Con^Mund 123: ^HNMR: (400 MHz, acetone-d6) 7.59 (d, J = 8, IH), 7.46 (s, IH), 
7.39 (d, J = 2, IH), 7.24 (dd, J = 8, 2, IH), 6.67 (s, IH), 5.35 (s, IH), 5.26 (br s, IH), 
3.71 (s, 2H). 1.98 (s, 3H), 1.24 (s, 6H). 

30 
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EXAMPi.r->< 

s'^rr'w TT '" " ' " "^*°"°^^^^m.a.^ 

Scheme IV wt,ere r2-4 ii6= h r5=f TC^T U^} 

This compound was prepared according to Gen'eral Method 3 (EXAMPLE 16) from 2 
ammo-7-fluorofluorene (structure 15, where RM.k6=p^ rS^f. X-CH2) (,00 mg. 500 
.moo to^ord 43 mg (3 1-/.) of a mixture of Compound 124 and s.™«„ren. r1- 
^ -UK =F.X=CH2.ina9:l ratio. A small aliquot of this mixture was dissolved in 
a^onc a^d purified by reverse phase preparative II,C (C-1 8, 20 X 2^ 
H20 5:,),og,veCompoundl24asabro.^solid Data for Compound ,24: Rf=059 
10 (sUcageI.hacane^tOAc.3:,) NMR (400 MHz. C6D6) 7.43 (s. , H) 724(m. im 
6 - Cn. 2 H). .21 (s. 1 H). 5.1S (s. 1 H). 3.3S (s. 2 H). 1.9. (s. 3 H), l.,' 

EXAMPKF 

r.^t "^„'''*^"*'''^'*'"'™'^'>«'<^'™P'-^ ..5 (EXAMPLE 

.~,„i >., ■. , To this sotodonwM added freshly distilled 

-^c«o»..(,0^1.3..^, 11«».«^..i,.,„«s«i,^«.,„,^'„,^„3 

.0 Z TJ^ '^'^'™'^'^'"'*"^'^' ' Visualized., 

^.Mhe.e«««.d^E«A.(„,„^,^^^^,,,^^^_^ 

. si; r °" ""^^ „l™ ch™K»„^t, 

«l,c.,.,««.«„,„^,^«,^,,,^3^^^^^_^^ 

... H, (s. 1 „, 5.,« (s. , „,. ,.«,<.. aHX 2.2. (s. , H). d... ,7^^ 
1-10(8. 6 H). 
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EXAMPLE 27 



6-nuoro>i:2-dihvdTD>2^,4-trimethvHndcnori^-glQuinoline fCompound 126. structure 16 
Scheme yv, whw R^wR^H, R3^r, X^2> 

This compound was prepared according to General Method 3 (EXAMPLE 16) fiom 2- 
5 amino-S-fluofofluorene (stracture 15, where r2,r4-6=h, r3=sF. X=CH2) (360 mg, 1.72 
nunol) to afford 125 mg (26%) of Compound 126 as a light brown solid. Data for 
Compound 126: Rf = 0.63 (silca gel, hexane/EtOAc, 3:1); NMR (400 MHz, acetone- 
d6): 7.55 (s, 1 H), 7.25 (d, J = 73, 1 H), 7.12 (m, 1 H), 7.02 (d, J = 10. 10. I H) 6.73 (s. 1 
H). 5.39 (s, IH), 3.81 (s. 2 H) 2.87 (s. 3 H). 1.28 (s. 6 H). 



1.2-Dihvdro-2.2.4-trimethvl-7 -nitroindenor2.1-/1quinoiine (Compound 128. structure 17. 
Scheme IV. where R^-^.r6=H. r5=:N02^ X=CH2^ 

This compound was prepared according to General Method 3 (EXAMPLE 1 6) from 2- 
1 5 amino-7-nitrofluorene ( I (X) mg. 0.44 mmol) to afford 2 mg (2%) of Compound 128 as a red 
solid. Data for Compound 128: Rf =0.46 (silica gel. 25% EtOAc: hcxane); NMR (400 
MHz. acetoncKie) 8.25 (s. 1 H), 8.19 (d. J = 7.8, 1 H), 7.80 (d, J = 7.7. 1 H). 7.65 (s. 1 
H). 6.77 (s. 1 H). 5.70 (br s. 1 H). 5,45 (s. 1 H). 3.88 (s, 2 H). 2.10 (s. 3 H), 1.31 (s. 6 H). 

20 EXAMPLE 29 

l^>Dihvdro-2^.4-trimethvl -8-nitroindenori.2>glQuinoline (Compound 129, structure 16. 
Scheme IV- where r2-4.r6=h. r5=:N02. X=CH2^ 

This compound was prepared according to General Method 1 from 2-amino-7-nitrof]uorene 
(100 mg, 0.44 mmol) to afford 1 .0 mg (<1 %) of Compound 129 as a red solid. Data for 
25 Compound 129: Rf = 0.46 (silica gel, 25% ElOAc: hexane); ^H NMR (4(X) MHz, aceione- 
d6) 8.30 (s. I H), 8.19 (d, J = 8.0, 1 H), 7.78 (d. J = 7.7. 1 H), 7.59 (d, J = 7.8, 1 H), 6.70 
(d. J = 7.8, 1 H). 5.70 (br s, 1 H), 5.43 (s. 1 H). 4.26 (s, 2 H). 2.30 (s, 3 H). 1 .3 1 (s, 6 H). 
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EXAMPf R .ut 

. 6^-DifluoT^l . ?-^ihy^^^ , :>4.,nn^,,,,^ 

1^. Scheme fV wher. p2 ^4-5,^ ^3^6,^ ^ 
This compound was prepared according to Geneial Method 3 (EXAMPLE 16) from 2 
ammo-5.8-difluoiofluorene (structure IS, where r2 R4-5.H. r3 r6^f. X=CH2) (460 mg 
2.03 mmol) to afford 94 mg (15%) of C6mpound 130 as a light b.x>wn solid. Data for 
Compound 130: Rf = 0.56 (silica gel. hcxane^OAc. 3:1); 1h NMR (400 MHz, CfiDfi) 
^92(..H).6.68(ddd. J. 9.,.6.3.3.6.1H).6.49(ddd.y= 8.5. 6.0, 3.5. 1 H). 6.07 (s. 1 
H),5.09(s. 1 H).3.55(s,2H). 1.88 (d.y« l.i. i H), 1.06 (s,6H). 

EXAMPf .K 11 

7-Fluoro-,.?-dihvdro.2.2,4.,rin,<.rhvl-l .-ghion^ethvninH.n^p fr 

m, stnicnirr 17 afHoh.^ iv . y here. R i=^r»j r2-4. r6=h p5^^ v.^^.^ 
This compound was prepared according to Genera"l Method 3 (EXAMPLe'i6) Jrom 2- 
am.no.7-fluoro-3-methylthio#luorene (structure IS, where R«=SCH3.r2-4 r6.h r5=f) 
(250 .r.g. 1.17 mmol) to affonl 29 mg (7.5%) of Compound 131 (28.6 mg. 8 1 pmoU 7.5%) 
^.whrtesolid. Data for compou^liai: Rf =0.55 (silica gel. hexane/EtOAc. 3-1 )- !« 

H).5.22(s. 1 H), 3.54 (S.2H). 2.05 (S.3H), 1.92(d.y= ,.2.3H). 1.68(s.6H). 



EXAMPf .R ^ 

?^.Bf|,,^l f^^,,^ |^ | „„„„, , , . , ^.^.^.^.^^ 

132. Schemp VTf ^ 

3 . ?-P»nnonv?-Nphenipapidfro,pp^,nd11 Srhrmr VII) : A flame-dried 50 mL r b flask 
fitted with an air-cooled condenser containing methyl 2-b,omo-5-fluorobenzoate 
(Compound 21. Scheme VII) (4.00 g. ,7.16 mmol) and 2-iodof,uon,benzene (Compound 
22. Scheme VH) (19.05 g. 85.82 mmol. 5.00equiv) was heated to 176^C. at which time 
unact.va.ed copper powder (15.0 g. 236 mmol. 1 3.8 equiv) was added portion-wise over 40 
mm as the temperature was gradually raised to 190-C. After an additional 40 min at 190»C 
the mixture was allowed to cool to rt and was fihered through a bed of Celite™ on a fritted- 
gla» funnel, rinsing with 250 mL ethyl aceute. Concentration under reduced pressure 
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afforded an oil which was shown by NMR to be composed of the desired Ullmann 
hetero-coupiing product, along with some 2,2*-difluorobiphenyl, and a small amount of 
uncoupled methyl 2-bromo-5-fluorobenzoatc. This crude product mixture was then 
dissolved in 60 mL THF, and the ester was hydrolyzed by treatment with a large excess of 
10% aqueous NaOH at reflux. After 24 h, thin layer chromatography (TLC) analysis 
indicated complete consumption of starting material, and the crude reaction mixture was 
neutralized to pH 4 with 1 N aqueous HCl. The reaction mixture was then extracted with 
ethyl acetate ( 1 50 mL), and the organic phase was washed with brine (50 mL), dried 
(Na2S04), and concentrated. Purification by silica gel chromatography (silica gel, 
hexanes/ethyl acetate, gradient elution) afforded 2.64 g (62%) of Compound 23 as a 
colorless, oily solid. Data for 23: NMR (400 MHz, CDCls) 7.76 (dd. 7 = 9.1,2.2, 
IH), 7.32 (m,3H), 7.26 (ddd,y= 9.5.7.8, 1.8. IH), 7.18 (ddd, 7 = 8.1.7.4,0.9. 1H).7.06 
(dd,y= 9.5,8.8. IH). 

2,5-Difluoronuprenone (Compound 2 4. Scheme VTIV To a flame-dried 100 mL flask 
containing 3,2*-difluoro-2.biphenic acid (Compound 23. Scheme VII) (2.00 g. 8.54 mmol) 
in 12 mL benzene was added SOCI2 (1.25 mL, 17.1 mmol, 2.00 equiv) and the mixture was 
heated to reflux for 90 min. The excess SOCI2 and benzene were removed by distillation at 
ambient pressure. Benzene (6 mL) and CH2CI2 (5 mL) were then sequentially added and 
removed by distillation. Anhydrous CH2CI2 (30 mL) was added and the mixnire was 
cooled to .78**C. Trifluoroacetic acid (0.76 mL, 8.54 mmol, 1.00 equiv) was then added and 
the mixture was allowed to warm to rt overnight. The reaction mixture was poured into 100 
mL ice-water, rinsing with 50 mL CH2CI2. The layers were separated and the aqueous 
phase was extracted with an additional 100 mL CH2CI2 . The combined organic extracts 
were washed successively with sat'd aqueous NaHCOs, water, and brine, dried {Na2S04). 
and concentrated under reduced pressure to give 1 .85 g (quantitative) of Compound 24 as a 
pale yellow solid. Recrystallization (ethanol) afforded Compound 24 as feathery pale 
yellow needles (mp 149-1 50°C, literature mp 147.5*'C [Namkung et al.. "Derivatives of 
Fluorene XX, Fluorofluorcnes. V, New Difluoro-2-acetamidofluorenes for the Study of 
Carcinogenic Mechanisnns^ J. Med. Chem. 1965, 5. 551-554.]). 
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4 J-Dinyaro-^-nirmnuprgnonr fron.po..pd 2S. Scheme Vnv 2^-Difluoronuorenone 
(Cbmpound 24. Scheme VII) (0.200 g. 0.925 mmol) was added porti<»,.wise to 040 mL 
faming nirtc acid at 0-C in a 5 mL n,und-bottomed flask. TT,e ice bath was removed and 
the reaction mixture was gently heated to 50-C for 2 min with a water bath. The reaction 
mixture was then cooled to rt before the addition of 3.5 mL ice-water. TT,e precipitated 
product was collected by vacuum filtration, yielding 232 mg (96%) of Compound 25 as a 
bngh. yellow solid (mp 207»C. literature mp 207-208-C [H.]). which was carried on to the 
next step without further purification. 



15 



20 



25 



30 



2-Amino^.7-difluprofluorrnonr fronino.mrt 1^7 g.K,^^ y ,,^. 4.7-DifluoiD-2- 
nitiofluorenone (Compound 25. Scheme VII) (1.00 g. 3.83 mmol) was dissolved in 175 mL 
ethyl acetate and 10% palladium on carbon was added (10 mol%). The mixture was stirred 
under an amiosphere of hydrogen gas maintained by a balloon for 105 min. and was then 
filtered to remove the catalyst, rinsing with an additional 1 50 mL ethyl acetate. Removal of 
the solvent under diminished pressure yielded 885 mg (quantitative) of Compound 132 as a 
daric p„n>Ic-red solid (mp 236-C. lite«ture mp 234-235-C [1^.]). Data for Compound 132- 
lHNMK(400MHz.CDC.3) 7.46 (dd. 7 « 8.1.4.5. lH).7.29(d.y= ,5. lH).7.n (dd J 
-8.5.6.0. IH).6.79(d,7= 1.9. IH), 6.42dd. 7= 10.9. 1.9. 1 H). 3.99 (br s. 2H). 

5.^-DinuonM ?-dihv<fr^7?4-trim.thvl.l0.o«o.nH.nor. 

Scheme VI, whrrr 1^2 p6-H y -r-Q ) : This compound was prepared 

according to Genera. Method 3 (EXAMPLE 16) frem Compound 132 (1.0 g, 4.6 mmol) to 

afford5.8-difluoro-1.2-dihyd,o-2.2.4-trimeti,yl.lOs,xoindeno[l.2-,Jquinoline(stn.ct^^ 
of Scheme VI. where r2 r5=p. r3^, r6=„) Datafor 5.8-difluoro-1.2-dihydro-2 2 4- 
tnme.hyJ-IOH,xoindeno[1.2-*]quinoline: Rf = 0.49(silcagel.hexane/EtOAc.3:i) Ifl 
NMR (400 MHz. acetone-d6) 7.50 (dd,y= 8.1.4.6. 1 H). 7.27 (m. 2 H). 6.73 (s, I H) 603 
(brs. 1 H).5.47(s. 1 H).2.16(dd.7= 7.1. 1J.3H). 1.29(s.6H). 

Gen^l Method 4; R^urtjon of a fluorennn. r«tr,..>..». 19 of Srh^m. vi) to a in-hyH^vy - 
2.2.4-trimPthYMndcnofl.2-Hn»inolinr rstmcn.». Ift »f To a flame dried 25- 

mL r.b. flask equipped with a magnetic stir bar was added structure 19 dissolved in 
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anhydrous CH2CI2 (0.05^. 1 M). The resulUng purple solution was cooled to -78»C and to 
it was added DfflAl-H (1.0 M in hexane. 3-4 equiv) under a blanket of N2. The resulting 
light yellow solution was stirred at -78»C for 30 min and to it was then added an excess of 
NaS04- 10 H2O (10-20 equiv). The resulting suspension was wanned to rt during which 
time tiie solution became a tiiick white gel. Afier stiiring for 45 min. the gel was partially 
dissolved witii EtOAc. filtered, and washed repeatedly wiUi EtOAc. The ethyl acetate 
washes and filtrate were combined and concentrated under reduced pressure to afford 
structure 20. 

5.8-Difluoro.l , 2.dihYdrP-»0-hvdro^vl-2.2.4-trimethvlindennf I % p fauinnlm>. ir^^ ^^A 
132.$9hcmeVII) : Compound 132 was prepared accoitling to Genera! Method 4 from 
structure 19 (where r2.r5=f. r3-4. r6=h) (46 mg. 0.15 mmol) and DIBAI-H (1.0 M in 
hexane. 0.5 mL. 3.2 equiv) to afford 29 mg (62%) of Compound 132 as an off-white solid. 
Data for Compound 132: Rf = 0. 10 (hexane/EtOAc. 3: 1 ); 1h NMR (400 MHz. acetone-d6) 
7.54 (dd, J = 8.3, 5.0. 1 H). 7.24 (dd. J = 8.6. 2.3. 1 H). 7.06 (ddd. J = 11.3. 9.3. 2.5. 1 H). 
6.68 (s. IH). 5.63 (br s. 1 H). 5.44 (d. J = 7.9. 1 H). 5.34 (s. 1 H), 4.79 (d. J = 8.0. 1 H). 
2. 16 (dd. y = 6.7. 1 .2. 3 H). 1 .27 (s 3H). 1.25 (s. 3H). 

EXAMPI.P.3.i 

7,?-Pifluoro-l ,2-^ihydfO-2.2.4-trimcthvl-IO-oxoindenori.:?-p1,T'"" o »ne fron,n»..nrf r^ fi^ 
structure 19. Sdwitm. VI r2-3 r5^h. r4 r6=F Y=rQ> 

This compound was prepared according to General Method 3 (EXAMPLE 1 6) from 2- 
amino-6.8-difluoro-9-fluorenone (750 mg. 3.2 mmol) to affoid 29 mg (2.9%) of Compound 
135 as a bright purple solid. Data for Compound 135: Rf = 0.57 (silica gel. hexane/EtOAc. 
3: 1 ). iH NMR (400 MHz. acetone-<l6) 7.46 (s. 1 H). 7.22 (dd. 7 = 8.5, 1 .9. 1 H)." 6.76 (s. 1 
H). 6.68 (ddd. J = 9.6. 5.8. 2.3. 1 H). 5.89 (br s. 1 H). 5.52 (s. 1 H). 2.06 (s. 3 H). 1.30 (s. 6 
H). 
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EXAMPLRad 

7^PiPu9rp-l.;j-flihYftffM0-hvdroxv-2 7 4-trimetf.vHnd^n»r^ 2.p1nnin..lin^ r--T"-n1 
133. stnicture 20. Srheme IV wh..rP p2-3.rS=h r4 n6^p y^Hn^> 
In a 25 mL r.b. flask equipped with a magnetic stirring bar was dissolved Compound 135 
5 (EXAMPLE 33) (10 mg. 32 Mmol) in 6 mL anhydrous CH2CI2. The solution was cooled.to 
-780C and then DIBALH (0.5 mL. 1.0 M in hexanes) was added. The solution was stirred 
for 30 min. and then Na2SO4 l0H2O (150 mg) was added. Upon wanning to rt, the 
suspension congealed to a viscous white gel which was washed with ethyl acetate (4 x 30 
mL) and concentrated to afford 9.3 mg (92%) of Compound 133 as an off-white solid. 
10 Data for Compound 133: 1h NMR (400 MHz. C6D6) 7.40 (s. 1 H). 7.09 (dd. J = 8.7, 2.1. 
1 H). 6.84 (s. 1 H). 6.55 (ddd. J = 10. 5.7. 2.0. 1 H). 5.65 (s. 1 H). 5.31 (s, 1 H). 4.54 (d. J 
= 8.5. 1 H). 2.00 (d. y = 1.0. 3 H). 1.28 (s. 3 H). 1.26 (s* 3 H). 

EXAMPI.K 

7.1P-Diflvorp-l , ?-dihY(lro-2.?,4.trimethvl.5.n,ninH.n o r2.l-fln...n»lin. fComnounrf 1^ 
smicture 17 nf ffrhrnie rV. wh(>m r 2 r5^f, R 1 l?2-4. r6=h V=rw->) 
This compound was prepared according to General Method 3 (EXAMPLE 1 6) from 2- 
amino^.7-difh.on>-9-fluorenone (Compound 132. Scheme VII) (1 .0 g. 4.6 mmol) to afford 
22 mg (1.6%) ofCompound 134 as a purple solid. Data for Compound 134: Rf = 048 
20 (silica gel. hexanc/EtOAc. 3:1); 1h NMR (400 MHz. acctone-d6) 7.47 (m. 1 H). 7.24 (m. 2 
H). 6J52 (d. y = 1 1. IH). 6.12 (br s. 1 H), 5.66 (s. 1 H). 2.25 (d. 7 = 1.5. 3 H). 1.27 (s. 6 H). 

EXAMPU.3it 

8-FIVgro-| . 2-dihydrn-? ? 4-trimethvl.l0^,oindennfl 9-p] i^ , m olini> fO.»T v.„nH ^^7 

25 stnicmre 16 of Schema TV urf ^ere r2-4 R6=ff r5^r y=r=n> 

To a diy 250-mL r.b. flask equipped with a magnetic stir bar and a water-cooled condenser 
was added 2.amino-7-fluoronuorenone (5.00g. 23i» mmol). along with iodine (- 15 mg) 
and mesityl oxide (20 mL. 0. 175 mol). The resulting red solution was heated at reflux widi 
constant stirring for 2 days. The reaction was followed by TLC (20% ethyl acetate/hexane). 

30 After cooling to rt, the crude product mixture was concentrated and purified by silica gel 
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chromatography (400 mL silica, hexane) which afforded an impure sample of Compound 
137. Repurification by silica gel chromatognq>hy (hexanes) afforded 64 mg (1 %) of 
Compound 137. Data for Compound 137: *H NMR (400 MHz, acetone-d6) 7.53 (m. 
lH).7.36(s. IH), 7.21 {dd,J= 10,8, IH), 7.16(dd,y= 10,8, IH), 6.78 (s, IH), 5.66 (brs. 
5 IH), 5.51 (s, IH), 2.04 (s, 3H), 1.29 (s, 6H). 



EXAMPLE 37 

8>Fluoro- 1 .2>di hvdro> 1 Q-hvdroxv-2 J2.4-trimethvlindenor 1 .2-glQuinoline (Compound 136. 

structure 16 of Scheme IV. where r2-4. r6=h. rS=F. X==CH0H^ 
10 This compound was prepared according to General Method 4 (EXAMPLE 34) from 

Compound 137 (18.2 mg, 0.05 mmol) and DffiALH (1.0 M in hexanes, 0.2 mL) to afford. 

after purification by PTLC (1000 ^m silica, 19/1 hexane/EA) 0.9 mg (5%) of Compound 

136 as a white solid. Data for Compound 136: ^HNMR (400 MHz, acetone-d6) 7.52 (m, 

IH), 7.37 (s, IH,), 7.21 (dd, 7=8, 2.4, IH), 7.02 (ddd, J = 16, 8, 2.4, IH), 6,77 (s, IH), 
15 5.38 (d, J =12, IH), 5.37 (s. IH,), 5.31 (br s. IH), 4.59 (d. 7 = 8, IH), 2.03 (d, J =1.2, 3H), 

1.28 (s, 3H), 1.26 (S.3H). 



EXAMPLE 38 

7-Fluoro-l .2>dihvdro-2,2.4^trimethvl-8-nitr oindenorL2-p1quinoline rComt>ound 138. 

20 structure 16, Scheme IV, where r2-3.r6=h. r4=F. R^s NO?^ X=CH2^ 

This compound was prepared according to General Method 3 (EXAMPLE 16) from 2- 
am]no-6-fluoro-7-nitrofluorene (1 .00 g, 4.00 mmol) to afford 98 mg (8%) of Compound 138 
as a bright purple solid. Data for Compound 138: Rf = 0.23 (silica gel, hexane/EtOAc, 
3: 1 ); 1 H NMR (400 MHz, acetone-d6) 8. 13 (d, 7 = 8.3, 1 H), 7.66 (d, 7 = 1 2, 1 H), 6.64 

25 (s. 1 H), 5.47 (s, 1 H), 3.85 (s, 2 H), 2.77 (d, 7 = 1 .0, 3 H), 1 .36 (s, 6 H). 
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10 



15 



20 



EXAMPLR^W 

M:hl9rc>-j.2^ihYdr<^lP-hY(1mn-2.2.4-triniethvlmdenofl.2-.1n.rin»» ne^ ^ 

structure 20. Scheme VI where R2=ri r3-6-h y=rffi ;^ff) 

A solution of 2-amino^hloro-9-nuorenol (300 mg, 1 .30 mmol). I2 (-1 mg) and acetone 
(20 mL) was heated in a sealed tube at 100"c for 16 h. To the cooled reaction mixture was 
added Celite™ (0.5 g), and the slurry was concentrated in vacuo to afford a free-flowing 
powder which was purified by SGC (230-400 mesh. 2.5 x 15 cm) using a 10-100% 
EtOAc:hexane gradient to afford 2.6 mg (1 %) of Compound 139 as a white solid. Data for 
Compound 139: Rf = 0.14 (silica gel. 25% EtOAc.hexane); Ifl NMR (400 MHz, acetone- 
d6) 8.18(d.J= 7.7.1H),7.78(t.y = 7.9,IH).7.52(d.7= 7.8. 1 H). 7.19 (t. 7=7.8. 1 
H). 6.90 (s. 1 H). 5.70 (br s. 1 H). 5.50 (s. 1 H). 5.40 (s. 1 H). 4.59 (d. 7 = 8.5. 1 H). 2.35 (s. 
3 H). 1.32 (s. 3 H) and 1.21 (s. 3 H). 

EXAMPLE 40 

6-l?yQn^l.^<lihy<)rP-2.2.4.trimethvl.l0.n«oinrf.n^ n-2-'^1nninni;n^fComno..nrf l^ n, 
stnicture 19. Scheme VI, u, here r2.r4-6=h. r3=f y =rn) 

This compound was prepared from 5-fluo«>-2-nitionuorenonc ( 1 .0 g. 4. 1 mmol) in two 
steps in the manner previously described for Compound 123 (EXAMPLE 24). affording 
0.74g(61%)ofCompoundl40asadarkputplesolid. Data for Compound 140: IrNMR 
(400 MHz, CDCI3) 7.33 (s. IH). 7.26 (m. 3H). 6.75 (s. IH). 5.45 (s. IH). 3.96 (br s. IH). 
2.05 (d,7 = 1.5, 3 H), 1.31 (s, 6H). 



EXAMPLE 41 

6.Fluorp-K2-dit>v,iro-10-hvdroxY-2.2.4-trimf>thvlindenori?.,lq . MnoHnerron,p o,.nff|^1 
25 structure 20. Scheme VI, where r2.r4-6-h. r3=;F ?C=CH0H^ 

niis compound was prepared by General Method 4 from Compound 140 (0.30 g. 1.0 mmol) 

to afford 0.25 g (84%) of Compound 141 as a pale reddish-puiple solid. Data for 

Compound 141: 1h NMR (400 MHz. CDCI3) 7.49 (s. IH). 7.32 (d. 7 = 7.3. 1 H), 7.12 (dt. 

J = 7.8. 4.8. 1 H). 7.00 (dd. 7 = 9.8. 8.3. 1 H). 6.71 (s. IH). 5.47 (s. IH). 5.37 (d. 7 = 1.2. 1 

30 H).3.88(brs.lH).2.06(d.7= l.2.3H).1.31(s.3H).1.30(s.3H). 
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EXAMPLE 42 

5.8-DlfluorD-L2>dihvdro-2.2.4-trimethvlOO-rtrifluor oacetQxv^^ 

(Compound 142, stnicture 16. Scheme IV , where r2.r5=f, r3.r4,r6:^h. X^THnrnrp^) 
To a flame-dried 25 mL r.b, flask contammg 5,8-difluoro>l^-dihyditK]0-hydioxy-2^,4- 
trimethylindenotl,2.^]quinoline. Compound 132. EXAMPLE 32, (15.0 mg. 0.048 mmol) in 
2 mL dichloromethane at 0**C was added trifluoroacetic anhydride (10 mL, 0.071 mmol, 1.5 
equiv) and 4-MA^-dimediylaminopyridine (18.0 mg, 0.147 mmol, S.Oequiv), and the 
mixture was allowed to stir for 10 min. The reaction mixture was then transferred to a 
separatory funnel with ethyl acetate (20 mL), pH 7 potassium phosphate buffer (10 mL) was 
added and the layers were separated. The organic phase was dried (Na2S04) and 
concentrated under diminished pressure. Purification by flash column chromatography 
(silica gel. hexanes/ethyl acetate, gradient elution) afforded 14.1 mg (76%) of Compound 
142 as a light yellow oily solid. Data for Compound 142: NMR (400 MHz, CIX:i3) 
7,59 (dd, J = 8.4. 5.0, IH). 7.15 (dd. J = 8.2. 2.4. IH). 7.09 (dt, J = 8,8, 2.5, IH), 6.64 (s, 
IH), 6.47 (s, IH). 2.19 (dd, J = 6.7, 1.2, 3H), 1.29 (s. 3 H), 1.28 (s, 3 H). 

EXAMPLE 43 

6>(3.5-Difluorophenvn-l .2.3.4-tet rahvdro>2.2.4-trimethvlquinoline (ComT>ound 143. 
structure S of Scheme 1 where R^=3.5-difluorophenvn: 

A dry 10 mL r.b. flask was charged with Compound 147 (EXAMPLE 47) (17.4 mg. 0.06 
mmc4) and 0.3 mL ethyl acetate. To this solution was added 10% Pd/C (20 mg). The 
reaction mixture was stirred under an atmosphere of hydrogen for 1 h. The leaction was 
purged with nitrogen until all of the hydrogen had been removed from the flask. The 
product mixture was Altered through a plug of cotton and Celite™ to remove the solids, 
rinsed with ethyl acetate (50 mL) and concentrated. The crude material was purifled by 
HPLC (reverse phase, ODS semi-preparatory column, 85% methanol/water, 3.0 mL/min). 
The major peak was isolated and idcnUfied as Compound 143 (3.5 mg, 20%) by NMR. 
Dau for Compound 143: NMR (400 MHz, methanol-d4) 7.38 (d. J = 2.3, IH); 7.20 
(dd, J = 8.5. 1.6. IH): 7.09 (m. 2H); 6.72 (m, IH); 6.56 (d. J = 8.2, IH); 2.96 (m, IH); 1.79 
(dd, J = 12.9, 5.8, IH); 1.39 (m. 4H); 1.24 (s, 3H); 1.17 (s, 3H). 



wo 96/19458 „^„,„„, 

PCr/US9S/16096 

129 



EXAMPMi:44 

1.2-DjhYdro-2,2,4-Trimethvlindolof3.2.gloMinnlin^ f C omnoiinri 14d , stnictiim m ^ fs^^^ 
IV. where R v=Mt^> 

^ 2-AfpinocartT970le rstnicture IS of Schen... fV whem r1-6=h v^Mwy 2-Nitrocarba2ole 
IMendenhall. G. D.; Smith. P. A. S. Org. Syn. Coll. Vol. 5 1973. 829. the disclosure of 
which is herein incorporated by referenccj (structure 14 of Scheme IV. where RI-^sH. 
X=NH) (1 .0 g, 4.7 mmol) in 50 mL of ethyl acetate was hydrogenated over 10% Pd/C (50 
mg) under an atmosphere of hydrogen for 1 .5 h at rt giving, after filtration through Celite™, 
10 840 mg (1 00%) of 2-aminocarbazole. Data for 2-aminocarbazole: 1 H NMR (400 MHz. 
CDCI3) 7.94 (d, 7=9.0. IH). 7.83 (d. 7 = 8.0. IH). 7.80(brs. IH). 7.35 (m. 2H). 7.15 (dd. 
J = 8.2. IH). 6.67 (d. 7 = 1 .8. IH). 6.58 (dd, J = 9.0. 1 .8, I H). 3.73 (br s. 2H). 

l.2-PihY<trff-? , ? . 4.Tiioiethvlin(ioion ?.-i>]Quinnlm.. ( r omnnnnri 144 struetun. IHnffi^.^ 
' ^ IV. Where R 1 -^H, y°NH); A solution of 2-aminocarbazole (structure 15 of Scheme IV. 
where Rl-6=H.X=NH) (840 mg. 4.7 mmol) in lOmLof acetone and one crystal (lOmg)of 
iodine was heated at lOO'C for 14 h in a sealed tube. The acetone was removed in vacuo to 
afford a dark oil which was purified by silica gel chromatography (silica gel. hexane/ethyl 
acetate. 8:2) to afford 738 mg of Compound 144 and 121 mg of 1.2-dihydn>-2.2.4- 
20 trimethylindolot2.3-/JquinoHne (structure 17 of Scheme IV. where rI-6=h, X=NH) (71% 
combined yield). Data for Compound 144: NMR (400 MHz, CDCI3) 7.90 (d. J = 8.0. 
lH);7.80(brs. IH), 7.66 (br s. IH). 7.23 (brs. 2H). 7.12 (m. lH).6.30(brs. lH). 5.32(br 
s. IH). 3.75 (br s. IH), 2.13 (s, 3H). 1.39 (s. IH). 

EXAMPLE 45 

5-Ethyl-1.2-dihvrtro-? ? 4-trimethvlindolor2.3-flQuino»ne rrnn^n p und 14S. .rn».n.«. yo^f 
Scheme Vni, where r1-6=h. R7=En 

To a suspension of sodium hydride (60% in mineral oil. 16 mg. 0.405 mmol) in 1 mL of 
THF at 0»C was slowly added 1.2-dihydn>-2.2.4-trimethylindolo[2.3-y] quinoline (stnicture 
30 28 of Scheme VHI. where R>-6=H) (30 mg. 0.1 16 mmol) in 1 mL of THF and the resulting 
mixture was stirred at 0»C for 30 minutes. lodoetbane (9.3 mL. 0.1 16 mmol) was added 
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dropwise via a microsyringe and the reaction mixture was brought to it and stirred for 16 h. 
The reaction was quenched with ] mL of water and extracted with 10 mL of ethyl acetate. 
The organic phase was dried (Na2S04) and concentrated in vacuo to a residue that was 
purified by flash chromatography (silica gel. hexane/ethyl acetate, 9:1) which gave 27 mg 



5 (81%) of Compound 145. Data for Compound 145: NMR (400 MHz, <ZE>Cl3) 7.81 (d. 
J = 7.1 , IH), 7.63 (d. y = 8. 1 ; IH); 7.34 (d, J = 8.0. IH); 7.25 (br s, IH); 7.12 (apparent t, J 
= 7.4, IH); 6.51 (br s, IH); 5.38 (br s. IH); 4.25 (q, J = 7.0, 2H); 4.22 (br s. IH); 2.16 (s. 
3H); 1.26 (s, 6H); 0.91 (U 7 = 7.0. 3H). 



6-(3-ChlorophenvlV1.2>dihvd ro-2.2.4>trimethvlquinoline f Compound 146. structure 4 of 
Scheme IL where R^=3>chlofoDhenv[> 

This compound was prepared according to General Method 2 (EXAMPLE 9) from 
Compound 9 (91 mg. 0.29 mmol) and 3-bromochlorobenzene (33.6 mg. 0.29 mmol). The 

1 5 crude product was isolated and purified by silica gel chromatography (50 mL silica, 5% 
ethyl acetate/hexane) and PTLC (reverse i*ase, 1000 ^m plate. 95% methanol/water) to 
yield 54 mg (81%) of Compound 146. Data for Compound 146: NMR (400 MHz. 
acetone-d6) 7.56 (d. J = 4.0. IH); 7.50 (d. J 8.0. IH); 7.34 (apparent t. J = 8.0. IH); 7.31 
(d.y = 4.0. 1 H); 7.24 (dd./ = 8.0. 4.0. IH); 7.23 (dd. 7 = 8.0. 4.0. IH); 6.57 (d.y = 8.0. 

20 IH); 5.60 (s. IH); 2.03 (s. 3H); 1 .27 (s. 6H). 



6-f3.5-Difluoro phenvn-K2>dihvdro-2.2.4>trimethvlquinoline (Compound 147. structure 4 of 
Scheme 11. where R^=3.5>difluoroDhenvn 

25 This compound was prepared according to General Method 2 (EXAMPLE 9). From 
Compound 9 (59.7 mg, 0.19 nunol) and 1 -bromo-3,5-difluorobenzene (21,6 mL, 0.19 
mmol, Lancaster) a crude reaction mixture was isolated and purified by HPLC (reverse 
phase, semi-preparative column. 85% methanol/water) to yield 5.6 mg of Compound 147 
and 0.9 mg of Compound 148 (EXAMPLE 48) (8% combined yield). Data for Compound 

30 147: 1h NMR (400 MHz. acetbne-d6) 7.34 (d, J = 2.2, IH); 7.28 (dd. J = 8.4, 2.3, IH); 



EXAMPLE 46 



EXAMPLE 47 
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7. 19 (m, 2H); 6.80 (m. IH); 6.57 (d. J = 8.3. IH); 5.47 (s, IH); 5.38 (s, IH); 2 04 (s 3H) 
1.28 (s,6H). ' 



10 



IS 



EXAMPlFdH 

6^3.FluprQph^V1.2^ihvdrO-? ? 4-trin,ethvln..;nnK.,^ fC omnnnnH l^ff ^^^^.^^ 1 pf 
Scheme n wh ere R^=3-flnoroDhenvl^ 

This compound was obtained along witli Compound 147 as described above (EXAMPLE 
47). Data for Compound 148: Ihnmr (400 MHz, acetone-de) 7 45(d J=8 0 IH) 
7.35 (m, 2H); 7.26 (dd. J = 7.7, 2.2, IH); 7. 10 (d, 7 = 2 0. IH); 7.03 (dd. 7 = 8. 1. 2 0 IH) 
6.54(d.y=8.2. lH);5.35(s. IH); 5.29 (s, IH); 1.97 (s.3H); 1.28(s.6H) 

EXAMPIFilo 

1.2.piMrp-7 7 4-TrimrrtiYl-6 f4.pYridYl)nuinolinr (C.r«.^ ^A .^o ^ r.r^u.^^ 

n. where R l =4-pvri^fY |) 

This compound was prepared according to General Method 2 (EXAMPLE 9) from 
Compound 9 (23 8 mg. 0.07 mmol) and 4-bromopyridine hydrochloride (14.5 mg. 0.07 
mmol. Aldrich). The crude product was isolated «Hi purified by siUca gel chromatography 
(75 mL sUica, 5% ethyl acetate/hexane) and reciystallized twice (hcxane/CH2Cl2, then 
Et20) to aflFord 7.3 mg (40%) of Compound 149. Date for Compound 149 1h NMR 
(400 MHz. acetone-de) 8.59 (d. J = 6.0. 2H); 7.55 (m. 2H); 7.45 (d. J = 2.2, IH) 7 40 (dd 
25 y-8.3.2.1, IH); 6.60 (d. 7 = 8.2. lH);5.40(s, IH); 2.06 (s. 3H); 1.30(s.6H). 

EXAMPLF. «l 

Sr(3-CY^0pftfnYlV1 ?-<tihYrtrO-^ , 2 4-trimPth.inuinoline frnn,p »...T f I SO 
S«?t>eoien w*ereRl=^.^-Y anophenvl> 



20 
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This compound was prepared according to General Method 2 (EXAMPLE 9) from 
Compound 9 (81 .4 mg, 0.26 mmol) and 3-bromobenzonitrile (46.6 mg, 0.26 mmol, 
Lancaster). The crude product was isolated and purified by silica gel chromatography (75 
mL silica, 5% ethyl acetate/hexane) to afford 51.6 mg (74%) of Compound 150 as pale 
5 yellow crystals. Data for Compound ISO: *H NMR (400 MHz, acetone-d6) 7.94 (d, J = 
1.1, lH);7.88(m, IH); 7.56(m, 2H); 7.38 (d,y = 2.2, 1H,),7.31 (dd, J = 8.3, 2.2, 2H); 
6.59 (d. J = 8.3, IH); 5.42 (s. IH); 5.38 (s, IH); 2.01 (s, 3H); 1.28 (s, 6H). 



10 



EXAMPLE 51 



6^(3, 5-DichlorophenvlV1.2-dihvdro-2.2.4«trimethvlqmnoiine (Compound 151. stnicni»> J of 
Scheme P. where R^=3.5-dich]oroDhenvl^ 



This compound was prepared according to General Method 2 (EXAMPLE 9) from 
Compound 9 (40.4 mg, 0.13 mmol) and l-bromo-3,5-dichloroben2ene (28.7 mg, 0.13 mmol, 
Aldiich). The crude product was isolated and purified by silica gel chromatography (75 mL 
siUca, 5% ethyl acetate/hexane) to afford 32 mg (79%) of Compound 151. Data for 
Con^und 151 : NMR (400 MHz, acetone-d6) 7.53 (d, 7 = 1 .8, 2H); 7.34 (d, J = 1 .8, 
IH); 7.27 (m, 2H); 6.57 (d, J = 8.3, IH); 5.38 (s, IH); 2.04 (s, 3H); 1.28 (s, 6H) 

EXAMPLE 52 

6-(?,3-DiflyprophenvlV1.2^hvdro-2,2.4-trimethylQuinoline ^^r ompound 152. strucnire 4 nf 
Scheme I I. u4iere Rl =l,:i-^iflv 9rophenvn 

This compound was prepared according to General Method 2 (EXAMPLE 9) from 
Compound 9 (28.7 mg, 0.09 mmol) and l-bromo-2,3-difluoroben2ene (10 pL, 0.09 mmol, 
Aldrich). The crude product was isolated and purified by silica gel chromatography (75 mL 
silica, 5% ethyl acetate/hexane) to afford 16 mg (62%) of Compound 152 Data for 
Compound 152: NMR (400 MHz, acetone-^6) 7.21 (m, 5H); 6.57 (d, J = 8 3, 1 H); 
5.37 (s, IH); 1.99 (s, 3H); 1.28 (s, 6H). 
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EXAMPT.F ftf 

[lro-2.2 4-trimyt hvl-6-(nentafliinrftnl .— 
' j^gPCmen where Rl^p^^ afluoronhenyn 

This compound was prepared according to General Method 2 (EXAMPLE 9) from 
Compound 9 (55.3 mg, 0 17mmol)and l-bromopentafluorobenzene (21.7 mL. 0 17 mmol, 
Lancaster). The crude product was isolated and purified by silica gel chromatography (75 
mLsUtca, 5-/. ethyl acetate/hexane) to afford 2.5 mg(5o/o) of Compound 153 Data for 
Compound 153: IhNMR (400 MHz. acetone-dg) 7.11(d.y= ,2. IH) 703(dd J- 
8-0. 1.6. IH); 6.60 (d.y. 8.3. lH);5.57(s. IH); 1.95 (s.3H); 1.29(s.6H). 

EXAMPI.R «wi 

IS 

1 . 2-Pihvdro-? 7 4-trimnhvl f n frrifl..o,o..^ .>rV..,..^,„i„»,i„. .r.^,,^,,. 
g|n.ctwre 4 pf Srhnnf n viinrn R l^,Wfl..^r7nrrTT'lrtTn 1 1) 

This compound was prepared according to GenenU Method 2 (EXAMPLE 9) from 
20 Compound 9 (49 , mg. 0.15 mmol) and 4--bromo-2,2,2-trifluoroacetophenone (23 5 ^ 
0 15 mmol. Aldrich). The crude product was isolated and purified by silica gel 
chromatography (75 mL silica, hexane) to afford 50 mg (94-/.) of Compound 154 Data for 
Compound ,54: IhNMR (400 MH^ acetone^) 8.06 (dd.y = 8.5, 0.8. 2IL); 7.80(dd 
J = 8.6. , 7. 2H); 7.41 (m. 2H); 5.41 (s. IH); 4.97 (s. IH); 2.04 (s. 3H); 1 .27 (s. 6H). ' 

EXAMPI.F^< 

L2-PihYdro-? 7 4.mm^hYl.6-n %n.^mid-S-v.V,..;...;, ,f^, ^^..„, ^ 

Schema n l»^^^r^ R1==3 S-pY rimiriyl) 

30 
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This compound was prepared according to General Method 2 (EXAMPLE 9) from 
Compound 9 (74.4 mg, 0.23 mmol) and 5-bromopyrimidine (37.1 mg, 0.23 mmol, Aldrich). 
The erode product was isolated and purified by reciystallization (£t20/hexanes) to afford 2. 1 
mg (4%) of Compound 155. Data for Compound 155: NMR (400 MHz, acetone^6) 
5 8.97 (s, IH); 8.94 (s, 2H); 7.39 (d, 7 = 1 .9, IH); 7.32 (dd, J = 8.4, 2.2, IH); 6.63 (d. J = 
8.3, IH); 5.39 (s, IH); 2.05 (s, 3H); 1.29 (s. 6H). 



10 6>(3-CvanophenvlVL2.3.4-tetrahvdro-2-2.4*trimethvlqumoline (Compound 156. structure S 
of Scheme I where R^=3-cvanophenvn 

A dry 10 mL r.b. flask was charged with Compound 150 (EXAMPLE 50)(16 7 mg, 0.06 
mmol) and 0.5 mL ethyl acmte. To this solution 10% Pd/C (20 mg) was added The flask 

15 was stirred under an atmosph^e of hydrogen for 1 h. The reaction was then purged with 
nitrogen until all of he hydrogen had been removed from the flask. The product mixture was 
filtered through a plug of cotton and Celite™ to remove the solids, rinsing with ethyl acetate 
(50 mL). The erode material was purified by HPLC (reverse phase, ODS semi*preparatory 
column, 85% methanol/water, 3 .0 mL/min). The major peak was isolated and identified as 

20 Compound 156 (1 .8 mg, 1 1%) by NMR. Data for Compound 156: NMR (400 MHz, 
accione-d6) 7.93 (d, J = 1.3, IH); 7.88 (m, IH); 7.55 (m, 2H); 7.51 (d, 7 = 1.4, IH); 7.28 
(dd, J = 8 7, 14, IH); 6.59 (d, J - 8.4, IH); 2.95 (m, IH); 1.80 (dd, J = 12.8, 5.4, IH); 
1 .39 (m, 4H); 1 .25 (s, 3H); 1 . 19 (s, 3H). 



5.8»Difluoro-1.2>dih vdro-2.2.4«trimethvlindenof 1.2- } ^lQuinoline fCompound 157. stnicture 
16 of Scheme IV, where R2=r5=F. R3=r4:=r6 =h. X=CH2^ 



EXAMPLE 56 



25 



EXAMPLE 57 



30 4,7^DifluQrcK?-f}vpren»min^ (Namkung, M. J.; Fletcher,T. L.; Wetzel, W. H. Derivatives of 
Fhiorene. XX. FluoroSuorenes. V. New Difiuoro-2-acetamidofluorenes for the Study of 
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Carcinogenic Mechanisms. J.h4ed. Chem. W65. «. 551-554. the disclosure of which is 
herein incorporated by reference) To a 25 mL round-bottomed flask containing 4.7- 
difluoro-9-oxo-2-fluorenamine (EXAMPLE 32) (158.5 mg, 0.686 mmol) in 4.25 mL glacial 
acetic acid was added red phosphorous (425 mg, 13.7 mmol. 20 equiv) and 57% aqueous HI 
(0.51 mL) The mixture was heated to reflux for 40 h. then evaporated to near-diyness by 
distiUation. Boiling water (5 mL) was added, and the hot mixture was filtered. Upon 
addition of 10% NH4OH (20 mL). a white precipitate formed, and was filtered, washed with 
water, «kI dried under vacuum to afford 127 mg (85%) of 4.7-difluoro-2-fluorenamine as a 
white soKd. mp 1 19-120-C Oit. mp 1 IP.S-nrC). Data for 4,7-difluoro-2-fluore„amine tfl 
NMR(400MHz,CDCl3)7.70(dd.J= 8.4. 5.2. 1 H). 7. 1 5 (dd. 7 = 9.0. 2.0, 1 H) 7 03 
(appdt,J= 9.0. 2.0.1 H), 6.63 (S.1H). 6.39 (dd.y= 1 16, 1.7. 1 H). 3.83 (s. 2 H) 3 80 
(brs,2H). 

^ J-Pifltforp-1 ?-4ihvdro-2?4-Tritnyh y li| Klpnori ?-eln uinolin.rrnmp o..„d ,S7 ^n..t..., 
I6pfS9brmf IV >Vhrr^P^F^^F ^^^'^^Ml X - g r j This compound was prepared - 
by General Method 3 from 4.7.difluoro-2-fluorena«ine (127 mg. 0.58 mmol). Purification 
by flash cohmm chromatography (sIHca gel. hexanes / etbyi acetate, gradient dution) 
afforded 42 mg (24o/.) of the less polar angular Compound 158 (EXAMPLE 58) as a yellow 
oil, along with 63 mg (36-/.) of the more polar Compound 157 as a white soMd Data for 
Compoundl57: 'H NMR (400 MHz. CDCl,) 7.68 (dd.. J = 8.4, 5.3 1 H, 9-H). 7.12 (dd 
J - 8.8. 2.3, 1 H, 6-H). 7.00 (apparem dt. 7 = 9. 1. 2.3. 1 H. 7-H). 6.44 (s. 1 H 1 1-H) 
5.30 (s. 1 H. 3-H), 3.86 (br s, 1 H. N«). 3.78 (s. 2 H. 10-H). 2.22 (dd. J = 6 7 1 5 3 H 4- 
0^3). 1 .28 Is. 6H, 

EXAMPf y « 

7 . 10-DiflMpro-l ?-dihydr<v2?4-trimPthy|i,Menor7 ^.i\m.^no^^n. (C^rr^ ,,^A 
17ofScheH'IV wl.^yR2 =R5=F R3=r4=r6=h X^THi ) 

Compound 158 was obtained along with Compound 157 as described above (EXAMPLE 
57). Data for Compound 158: iH NMR (400 MHz. CDCI3) 7.69 (dd. J = 8.3, 5.3. 1 H. 6- 
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H), 7. 1 1 (dd, y = 8.7, 2.4, 1 H, 9-H), 7.09 (apparent dt, J = 9. 1, 2.4, 1 H, 7.H), 6.23 (d, J 
= 1 1 .0, 1 H, 1 l-H), 5.34 (s, 1 H, 3-H). 4,08 (s, 2 H, 5-H), 3.84 (br s, 1 H, N/0, 2.23 (s, 3 
H, 4.C//3). 1.26 [s, 6 H, 2-<C/f3)2]. 



1.2-Dihvdro-2.2.4-triinethvl-5*couinarinof3.4>/lquinoiine (Compound 159. Scheme DC^ 

The intermediate 2-nitro-3,4-benzocoumarin was prepared by a modified literature 
procedure. See J. Org. Chem ., U S S R., 15 (3), 503 (1979), the disclosure of which is 
herein incorporated by reference. To a flask charged with 2-biphenylcarboxylic acid (5 g, 25 
mmol) was added 7 mL of 70 % nitric acid and the resulting yellow slurry was stirred at n 
for 30 nun. To this slurry 20 mL of fuming nitric acid was introduced dropwise, giving rise 
to a clear yellow solution. The reaction mixture was stirred at rt for 15 h, and was then 
poured into ice water (100 mL). The crude mixture was extracted with ethyl acetate (3 x 60 
mL) and the combined extracts were washed with water (2 x 20 mL) and brine (2 x 20 mL). 
Removal of solvent undo* reduced pressure afforded a crude yellow sotid, which was a 2: 1 
mixture of two regioisomers. The mixture of the dinitrobiphenylcarboxylic acids was 
dissolved in 80 mL of DMA and the solution was heated at reflux for 12 hours. The reaction 
was cooled to it and diluted with 20 mL of water. The desired product precipiuted from the 
solution upon standing at rt overnight. Filtration of the nuxture afforded 2.9 g (50%) of 2- 
nitro-3,4-benzocoumarin, which was used directly in next reaction without further 
purification. 2-Nitro-3,4-benzocounuirin (2.9 g, 12 mmol) was dissolved in 600 mL of ethyl 
acetate and treated with 10% Pd/C (1 .0 g, 0.94 mmol) and stirred under a hydrogen balloon 
for 24 h. Filtration of the catalyst and removal of solvent afiforded 2.2 g (86%) of 2-amino* 
3,4-benzocoumarin as a yellowish solid. An Ace-Thred pressure tube charged with 2-aniino- 
3,4-benzocoumarin (2.2 g, 10.4 mmol), iodine (0.8 g, 3.1 mmol) and acetone (150 mL) was 
sealed. The tube was heated in an oil bath at 80-120 for 24 h and then cooled to rt. The 
daiic reaction mixture was concentrated under reduced pressure and the crude residue was 
purified by silica gd chromatograpl^ (hexane/EtOAc, 4/1) to give 1 .5 g (50%) of 
Compound 159 as a yellow solid. Data for Compound 159: mp 190-191 IR (KBr) 



EXAMPLE 59 
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3352, 2966, 2924, 1712. 1626, 1450, 1356. 1251, 1205; »H NMR (400 MHz. CDCI3) 7.9( 
(d, J = 7.8. 1 H). 7.78 (d. J = 8.4, 1 H), 7.38-7.22 (m, 3 H). 7.01 (d,J= 8.4, 1 H), 5.58 
(s. 1 H), 4.31 (br s. 1 H). 2.12 (s, 3 H), 1.33 (s, 6 H); "c NMR(100MH2. CDCI3) 160.3. 
150.5. 145.7. 132.4, 131.6, 128.4. 124.2, 122.0. 121.4, 121.2. 119.3. 118.4, 117.2, 50.8, 
5 29.9. 28.6; Anal. Calcd for C19H17NO2: C, 78.33; H. 5.88; N. 4.81. Found: C. 78.19; H, 
6.12; N. 4.52. 



EXAMPLE 60 



(/yy>-5-Bwtvl-1.2.dihvdro-2,2.4-trimethvl-5f/-chroinennp 4.^Quinnlm«> rComnniinH 
StniCture 32 of Sehem> f X where R=n.hirtyn 



^AL METHOD 5: Preparation of comnounds o f structure.^ 32 and 33 ftnp 
Cpmpound IS9 This transfiHmatioii involved a two step sequence: addition of a 
1 5 nucleophile (either a commerda] reagent or prepared in situ from a metal-halogen exchange 
reaction), followed by reduction of the resulting cyclic hemiacetal. To a solution of an aiyl 
bromide compound in THF (0. 1-0.3 M) at - 78 <»C was slowly added 1 . 1 equiv. of »-BuU 
(as a hexane solution) and the resulting reaction mixture was allowed to stir at -780C until 
the anion was formed. A yeDow sohition (0.2-0.5 M) of Compound 159 in THF was 
20 cannulated into the above solution and the resuhtng dark red mixture was slowly allowed to 
warm. As soon as the red color &ded (around - 30 OC), the reaction was quenched with 
water to give a light yellow solution. The reaction mixture was extracted with ethyl acetate 
and the combined extraas were washed with brine. Removal of solvent under reduced 
pressure and purification of the crude residue on a silica gel column using a 1 3 mixture of 
25 ethyl acetate and hexane as ehiems afforded the hemiacetal intermediate as a yellow oil. To 
a sohition of the hemiacetal intermediate in dichloromethane (0. 1 M) at - 78oC viras added 5- 
10 equiv of trifluoroacetic acid and triethylsUane (or, alternatively, 2-3 equiv of boron 
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trifluoride etherate and 5-6 equiv of triethylsilam) and the resulting sluny was allowed to 
warm to rt, giving rise to a dark green solution. The mixture was allowed to stir at rt or 
reflux in some cases, until the reaction went to completion. The reaction was then quenched 
with 5% NaOH (aq) and was extracted with ethyl acetate. The combined extracts were 
5 washed with brine and concentrated. The crude mixture was purified on a silica gel column 
using a 1 : 5 mixture of ethyl acetate and hexane as eluents, affording the desired product in 
moderate yield. A second silica gel chromatography was needed in several cases to remove 
the silane oxide and/or separate the isomers of structures 32 and 33 using a 1:2 mixture of 
dichloromethane and hexane as eluents. 
>^ (/?/5^-5-ButvM.2-dihv dro>2^.4-trimethvN5//>chromenof3.4>/lquinoHne f Compound If^O, 
structure 32 of Scheme IX where R=n'butvl) This compound was prepared by General 
Method 5 from n-BuLi (1 .6 M, 0.2 mL) and Compound 159 (50 mg, 0. 17 mmol) to afford 
40 mg (7 1 %) of Compound 160 as a colorless oil. Data for Compound 160: IR (neat) 
3388, 2980, 1593. 1468 and 1435 cm*"; NMR (400 MHz, CDCl^) 7.62 (d, J = 7.8, 1 



15 H). 7.44 (d, J = 8.3, 1 H), 7.14 (t, J = 7.8, 1 H), 6.98 (t, J = 7.8, 1 H), 6.92 (d. J = 7.8, 1 
H). 6.59 (d, y = 8.3, 1 H), 5.88 (dd, J = 9.8, 3. 1 , 1 H), 5.49 (s, 1 H), 3.88 (br s, 1 H), 2.25 
(s,3H), 1.90-1.79 (m. 1 H), 1.55-1.25 (m. 5 H). 1.28 (s,3H), 1 .20 (s, 3 H), 0.84 (t, J = 7.3. 
3H). 



f J?/^l .2-Dihvdro>2.2.4-trimethvl-5- phenvl-5W-chromenor3.4-/lauinoline fComi>ound 161 



This compound was prepared by General Method 5 (EXAMPLE 60) from bromobenzene 
(0. 1 5 mL, 1 .4 mmol) and Compound 159 (50 mg, 0. 1 7 mmol) to afford 1 5 mg (25%) of 
25 Compound 161 as a colorless oil, along with 6 mg (10%) of Compound 162 (EXAMPLE 

62). Data for Compound 161: »H NMR (400 MHz, CDCI3) 7.53 (d, J = 7.8, 1 H), 7.50 (d. 
J = 8.2, 1 H), 7.22-7.12 (m, 5 H), 7.00 (t, J = 7.8, 1 H). 6.92 (s, 1 H), 6.88 (t, J = 7.8, 1 
H), 6.83 (d, 7=7.8,1 H). 6.69 (d, J = 8.2, 1 H). 5.46 (s, 1 H), 3.92 (br s, 1 H), 1 .99 (s. 3 
H), 1.29 (s,3H), 1.26 (s, 3 H). 



20 



EXAMPLE 61 



structure 32 of Scheme I X. where R=rphenvn 
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W.y>.1.2.3.4-Te,ranYd|^2.?-dimethvl.4-n,ethv.H.n^..rt^n ^^^ 

flquinolipp fCoiTlPOTnd 162 sfnicture 33 nf &.h»ff T ^ ly ^t,^ P^ K^^y^) 

This compound (6 mg, 10%) was obtained along with Compound 161 as described above 

(EXAMPLE6]). Data for Compound 162: »H NMR (400 MHz. COaj) 7^3 (d. 7 - 7 3 

1 H). 7.51 (d, J = 8.4. 1 H), 7.24-7.12 (m. 5 H). 6.97 (t. J = 7.3. I H). 6.87 (t. J = 7.3. 1 H) 

6.80 (d. J = 7.3. 1 H). 6.64 (s. 1 H). 6.59 (d. J = 8.4. 1 H). 4.93 (s. 1 H). 4.64 (s. 1 H) 4 09 

(brs. 1 H).2.44(d.7= 12.1. 1 H).2.18(d,y= ,2.1. 1 H). 1.34 (s. 3 H) and I.13(s.3H). 

EXAMPI.K <•< 

fft^y>-5-(4.rhlnrophenYl).l ?-dihvdm.2.2 4.,rin,.»,Y .-<». ^hrom..nnr. 
(Compound 163. stwtiire 3?, of .SchemP TV u^h^r- R=4-chlnrop h.»Y.) 
This compound was prepared by General Method 5 (EXAMPLE 60) from 4- 
bromochlorobenzene (1.4 g. 7 mmol) and Compound 159 (0.5 g. 1.7 mmol) to affonJ 0 27 g 
(40%) of Compound 163 as a white solid, in addition to 60 mg (9%) of Compound 164 
(EXAMPLE64). Data for Compound 163: mp 139-140 oC; IR (KBr) 3371 2964 1593 
1469. 1435 cm-l; iH NMR (400 MHz. acetone^ie) 7.59 (d. J = 7.8. 1 H). 7.56 (d 7 = 8 4 
1 H).7.24(d.y= 9.1.2H).7.2, (d./= 9.1. 2 H). 6.98 (t. 7= 7.8. 1 H).6.92(s. 1 H) ' 

6.86(t.y= 7.8. IH). 6.83 (d.y= 8.4. 1 H). 6.77 (d. 7 = 7.8. 1 H). 5.54 (br s. 1 H). 5.48 

(s, 1 H). 1.99 (s, 3 H). 1.26 (s. 3 H). 1.24 (s. 3 H). 



EXAMPT.K Hd 

)-S-(4-Ch>orOT>hrnvn- 1 -2^lA.,.,r.Uy 4ro-2.2-<ii'r..,hyt^rnBthvli^ ^.sf^^^ 

flquinoline rrompo..r,d 161 "tn.rtyre 33 of . Scheme IX . wh.^ t,^.^ ^^.^^ 

25 This compound (60 mg. 9%) was obtained along with Compound 163 as described above 

(EXAMPLE 63). Data for Compound 164: iH NMR (400 MHz. CDCI3) 7.53 (d, / = 7 7 

1 H). 7.51 (d. J = 8.3. 1 H). 7.18 (d. J = 8.7. 2 H). 7.15 (d. 7 = 8.7. 2 H). 6.99 (t, 7 = 77 l" 

H). 6.90 (t. 7 = 7.7. I H). 6.79 (d. 7 = 7.7. 1 H). 6.59 (s. 1 H). 6.58 (d. 7 = 8.3. 1 H) 4 93 

(s.IH).4.59(s.lH).4.09(brs.lH).2.43(d.7= 12.3. 1 H). 2.18 (d. 7= 12.3. 1 H) 134 
30 (s.3H)l.I3(s.3H). 
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EXAMPLE 65 

fJ^^y)>5-f4-FluorophenvlV1.2>dihvdn>-2.2.4.trimet hvl>5tf-^^ 
(Compound 165. stnicture 32 of Sc heme IX. where R=i4-nuorffflhenvn 
This compound was prepared by General Method 5 (EXAMPLE 60) from 4- 

5 fluorophenylmagnesium bromide ( 1 .0 M in THF. I mL) and Compound 159 (30 mg. 0. 1 
mmol) to afford 1 5 mg (38%) of Compound 165 as a colorless oil. Data for Compound 
165: IR (KBr) 3360. 2962. 1707. 1601. 1506, 1469. 1221, 1157 cm-»; *HNMR(400 
MHz, acetoncHie) 7.60 (d. J = 7.8. 1 H). 7.56 (d. J = 8.3. 1 H). 7.26 (dd, J = 8.7. 5.7, 2 H). 
6.98 (t. J = 8.7. 2 H). 6.97 (t. J = 7.8. 1 H). 6.92 (s, 1 H), 6.87 (t, J = 7.8. 1 H). 6.83 (d. J = 

0 8.3. 1 H). 6.76 (d. J = 7.8. 1 H). 5.54 (br s. 1 H), 5.47 (s. 1 H). 1 .99 (s, 3 H), 1 .26 (s. 3 H), 
1.24 (s. 3 H). 



EXAMPLE 66 

t^iS^M4-Acetv|phenvl)>K2>dihvdro>2.2-4 >triTnethvl-5//-chromenor3.4- 
^5 (Compound 166. stnicrure 32 of Sch eme IX. where R=4-acetv|phenvn 

This compound was prq»ared by General Method 5 (EXAMPLE 60) from 2-(4- 
bromophenyl)-2-mcthyl-l,3-dioxanc (219 mg, 1.0 mmol) and Compound 159 (30 mg. 0.1 
mmol) to afford 4.5 mg (10%) of Compound 166 as a colorless oil. Data for Compound 
166: IH NMR (400 MHz, acetone-d6) 7.83 (d. J = 8.3. 2 H). 7.60 (d. J = 7.6. 1 H), 7.57 
20 (d. J = 8.4. 1 H). 7.36 (d. J = 8.3. 2 H). 6.99 (s. 1 H). 6.98 (t. J = 7.6. 1 H). 6.89-6.79 (m, 
3 H), 5.56 (br s. 1 H). 5.50 (s. 1 H), 2.49 (s. 3 H). 2.00 (s. 3 H). 1 .28 (s. 3 H). 1 .25 (s. 3 H). 

EXAMPLE 67 

(/g/y)-L2-Pihvdro-2.2.4-trimethvN5-r4-met hvlphenvlV5ff-chromenor3.4-nauinoline 
25 (Compoun d 167. structure 32 of Scheme IX. where R=4-methvlphenvn 

This compound was prepared by General Method 5 (EXAMPLE 60) from 4-bromotoluene 
(171 mg. 1.0 mmol) and Compound 159 (20 mg. 0.07 mmol) to afford 15 mg (58%) of 
Compound 167 as a colorless oil. Data for Compound 167: IR (KBr) 3362. 2964. 1707, 
1593. 1469. 1437. 1259. 1 169 cm-1; ^H NMR (400 MHz. acetone-de) 7.58 (d. J = 7.9. 1 
30 H). 7^ (d. J = 8.5, 1 H), 7.10 (d, J = 8.0, 2 H). 7.00 (d. J = 8.0, 2 H). 6.97 (i. J = 7.9. 1 



W096/194S8 

PCTAIS9S/16096 

141 

H).6.89(s. 1 H).6.84{d.y= 7.9. 1 H),6.81 (d.7= 8.5. 1 H).6.75(d,7= 7.9. 1 H),5.47 
(bs. I H). 5.45 (s. 1 H). 2.19 (s. 3 H). 1.99 (s. 3 H ). 1.25 (s. 3 H). 1 .23 (s. 3 H). 
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EXAMPLE <t« 

fiy^-1.2-DihYdr(>-5-f4-methoxvphenvlV2.2.4-trim^fhvl.w ^ hron.ennn^/l ^..jn^ij^^ 
fCompound 168. stmcture 32 of Schi.mP I X. where R=4-niethoxvp henYl) 
This compound was prepared by General Method 5 (EXAMPLE 60) from 4-bromoanisole 
(187 mg. 1 .0 mmol) and Compound 159 (10 mg. 0.03 mmol) to affoixl 2.5 mg (10%) of 
Compound 168 as a colorless oil. Data for Compound 168: JH NMR (400 MHz. acetone- 
d6)7.59(d.y= 7.7. lH).7.54(d.y= 8.4. 1 H).7.13(d,y= 8.7. 2 H). 6.95 (t. 7 = 7.7. 
1 H).6.87(s. 1 H).6.86(d,7= 7.7. 1 H).6.81 (d,J= 8.4. I H).6.75(d.y= 8.7. 2H). 
6.74 (t. J = 7.7. 1 H). 5.47 (br s. 1 H). 5.45 (s, 1 H), 3.69 (s. 3 H). 1.99 (s. 3 H ). 1.25 (s 3 
H), 1.23(s,3H). 

EXAMPLE liO 

(R/m .?-PihY^rP-2.2.4-TrjineThYl-5-r4-ftriflnornmethvl>nh,^vn-^f f ^hmm^n^ A. 
/IqujpQlipy (Compound 169 stnicnim 31 nf .<y ch«iie Hf p,^ 
ftrifluoro methvltehenyn 

This compound was prepared by General Method 5 (EXAMPLE 60) from 4- 
bromobenzotrifluoride (130 mg. 1.0 mmol) and Compound 159 (20 mg. 0.07 mmol) to 
afford 10 mg (35%) of Compound 169 as a colorless oil. Data for Compound 169: iH 
NMR (400 MHz, acetone-de) 7.61-7.56 (m, 4 H). 7.45 (d. J = 8.3, 2 H). 7.01 (s. 1 H). 6.97 
(d. J = 7.7. 1 H), 6.86 (t. J = 7.7. 1 H). 6.85 (d. J = 8.4. 1 H). 6.8 l(d. 7 = 7.7. 1 H). 537 
(br s. 1 H). 5.49 (s. 1 H). 1.99 (s, 3 H ). 1.27 (s. 3 H), 1.25 (s. 3 H). 

EXAMPLE 70 

fjyy)-1.2-PihY(|ro-2.2.4-mmethvl.5-AhinphPn . 3-vlV5f/.chmmenor3.4.nq .»nol,n> 
(Compound 170. Mnigmn. 30 of &.h>tnP IX. wherry R=thiODhen-3-vn 

This compound was prq»red by General Method 5 (EXAMH^ 60) from 3- 
bromothiophenc (163 mg. 1.0 mmol) and Compound 159 (8 mg. 0.03 mmol) to affoid 1.1 
n)g(II%)ofCompoundl70asaco]orie5soil. Data for Compound 170: NMR (400 
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MHz. acetone-d6) 7.60 (d. J = 7.3. 1 H). 7.54 (d, 7 = 8.4. 1 H). 7.3 1 (dd. J = 5.0. 3.0. 1 
H), 7.08 (d, J = 5.0, 1 H). 6.98 (t. J = 7.3. 1 H). 6.93 (s. 1 H). 6.89 (t. J = 7.3. 1 H), 6,88 
" (d. J = 3.0, 1 H). 6.79 (d, 7 = 8.1. 2 H). 5.48 (brs. 1 H). 2.06 (s. 3 H). 1.25 (s. 3 H), 1.24 
(s. 3 H). 

5 

EXAMPLE 71 

(-V1.2-Dihvdro>2.24-trimethvl-5-(4-methvlDhenvlV5//'^hrofnenor3.4-/lquinolme 
(Conipound 171. structure 32 of Scheme IX. where R=4-Tnethvlphenyn 
This compound was prepared by optical resolution of Compound 167 via HPLC using a 
10 chiral column. Chiracel OD-R. using a 9: 1 mixture of methanol and water as the mobile 
phase. The optical purity of Compound 171 was determined by HPLC to be > 99% c.e.; 
[aP^D = -246 (MeOH). 

EXAMPLE 72 

f*V5-(4-ChlorophenvlV1.2-dihvdrD-2^.4-trimethvl-5/f*chromenor3,4-/lquinoline 
(Compound 172. structure 32 of Scheme IX. where Rs4-chloroDhenvn 
This compound was prepared by optical resolution of Compound 163 via HPLC using a 
chiral column, Chiracel OD-R, using a 9:1 mixture of methanol and water as mobile phase. 
The optical purity of Compound 172 was determined by HPLC to be > 99% e.e.\ [ap^o = - 
254 (MeOH). 

EXAMPLE 73 

(/Z/5VL2-Dihvdro-2.2.4~trimethvU5>(3-methvlphenvlV5//-chromenor3.4-nQuinoline 
(Comtx>und 173. structure 32 of Scheme IX. where R=3-methvlphenvll 
25 This comix>und was prepared by General Method 5 (EXAMPLE 60) from 3-bromotoluene 
(171 mg, 1.0 mmol) and Compound 159 (15 mg, 0.05 mmol) to afford 3.6 mg (19%) of 
Compound 173 as a colorless oil. Data for Con^>ound 173: iH NMR (400 MHz. acetone- 
da) 7.59 (d, J = 7.8, 1 H). 7.54 (d. J = 8.4, 1 H), 7.10-6.94 (m. 5 H). 6.89 (s. 1 H), 6.85 (d, 
J s 7.8. 1 H), 6.82 (d. J = 8.4. 1 H). 6.77 (d. / = 8.0. 1 H). 5.49 (br s. 1 H), 5.46 (s. 1 H). 
30 2.19 (s, 3 H). 2.00 (s. 3 H ). 1.26 (s. 3 H). 1 .24 (s. 3 H). 
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EXAMPI.F.74 

RH40n-.5.(4^1oroPh>-ni.n i -> i.4.tetr,hvH^o ? ., ^^,hvi..».^^ -TT-rrr 1 
flquinoline (rginponnfl 174. stn.rt.»y jt^ sd.^^^ Jl^h] r^^^^^^,^ 
Hydn,genation of Compound 163 (15 mg. 0.04 mmol) in the presence of 10% Pd/C (10%) 
5 afforded 12 mg (80%) of («/5-4/.50-5-(4-chlo,ophenyl).1.2.3.4-tetn*ydn.2.2.^^^^^ 

5//-chromeno[3.4-/]quinoIine as a white solid in addition to I.l mg (7%) of Compound 176 
(EXAMPLE 76) as a white solid. The enantiomers of (/J/S-4/.50-5-(4H:hlo,ophenyl)- 
U.3.4-tetrahydro-2,2.4-,rimethy|.5//-chromenof3.4-y]quinoIine were resolved via HPLC 
«s.ngachiralcolumn.Chirace.01XR.usinga9:. mixture of methanol and water as mobile 
Phase (0.55 ml^min). A 'Omgsampleof (i^,5-4/.5/)-5-(4-ch,o«>pheny.)-U.3.4-tet«hydro- 
2.2.4-t^methyl.J^-ch^omenof3.4-/)quinoline afforded 3. 1 mg of the first eluting (+) 
cnanfomer (Compound 174) (24 min). and 3.0 mg of the second eiuting. (-) enantiomer 
(Compound 175. EXAMPLE 75) (30 min). The optical purity of Compound 174 was 
detenninedbyHPLCtobe>99%«. Data for Compound 174: mp 158-159 oc- iH NMR 
(400 MHz. acetone-d^O 7.63 (d, J = 7.8. 1 H). 7.53 (d. J = 8.5. 1 H). 7.24 (s. 4 H^ 6 94 (t y 
= 7^8 1 H). 6.87 (t. J = 7.8. I H). 6.76 (d. y » 8.5. . H). 6.68 (d. J = 7.8. 1 H). 6.5, (s. 1 H) 
5.10(brs.lH).3.25(m.lH).1.89(dd.y= 13.5.6.4. , H). 1.76 (dd.y= ,3.5.44 , H) 
1.30(s.3H).,.21(s.3H),0.83(d.y= 7.3.3H); «C NMR (,00MHz. CDCb) 150 6 ' 
144.5. 138.6. 134.0. ,30.9. ,30.5. ,28.4. ,27.6. ,24.9. ,23.2. ,22.2. ,21.9. ,20 2 1 ,8 0 ' 
i «5.8. 74.5. 50.0. 44.3. 3 , .6. 3 1 .3. 27.5, 22.8. [a]20^ = + 287 (MeOH) 



,5 



EXAlVfPI.R7{ j; 

K4/.5/>.5-(4-rhloroph.mrn 1 ^ ^ 4.r.,r.^y ^^'> o . trin>.thv...»..K , ^ 

Il qmnoMne(rompo,mdl7S ^tmrn.re 34 of Q.H,^, y ^'■^ .r.R^y,^^ ^,^.,.,^ 
Ttos compound was prepared by resolution of (/e^5-4/.5/)-5-(4-chloiophenyI)-,.23 4- 
tetrahydro-2.2.4-trimethyl-5//-chromeno[3.4-/Jquinoline as described above (EXAMPLE 
74) via HPLC using a chiia, column. Chirace, OD-R. using a 9: 1 mixture of methanol and 
water as mobile phase. optica, purity of Compound 1 75 was detennined by HPLC to be 
> 95% e.e.; [aja>b = - 260 (MeOH). 
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EXAMPLE 76 

(^y-4/,5«V5>f4<:hlorophenvlV1^3,4-tetrahvdn>-2.2.4^tri^^^ 
flQuinoUne (Compound 176. structure 35 of Scheme X. where R=4-chloroDhenvn 
This compound (1.1 mg, 7%) was obtained along with (JWS-4/,5/)-5-(4-chlorophenyl)- 
5 1 A3,4-tetrahydro-2^,4-trimethyU5/f-chromeno[3,4-/Iquinoline as described above 

(EXAMPLE 75). Data for Compound 176: NMR (400 MHz, CDCI3) 7.54 (d, J = 7.6, 
1 H), 7.47 (d. / = 8.4, 1 H), 7. 1 5 (d, 7 = 6.5, 2 H). 7. 10 (d, 7 = 6,5, 2 H), 7.01 (t. J = 7.6, 1 
H), 6.89 (t, J = 7.6. 1 H), 6.83 (d, J = 7.6. 1 H), 6.59 (d. J = 8.4. 1 H). 6.47 (s, 1 H), 3.73 (br 
s, 1 H), 2.82 (m, 1 H). 1 .76 (dd, J = 13.5. 7.0, 1 H), 1 .73 (dd. / = 1 3.5, 4.5, 1 H), 1 .46 (d, J 
10 =7.1, 3H), 1.36(s.3H), 1.19(s,3H); NMR (100 MHz. CDCI3) 150.5, 143.9, 138.4, 
134.0, 130.3, 129.4. 128.6. 127.6, 124.2, 122.6, 122.1, 119.6, 1 18.0, 115.4,74.4,50.1,42.9, 
32.2,31.8,27.3,22.3. 

EXAMPLE 77 

'5 f^/g)-5-f3-Chlorophenvn-L2-dihvdi^2- 2.4>trimethv!-5^-<;hromenor3.4>nquino1m 
(Compound 177. stnicture 32 of Scheme IX. whe re R=3-chlorophenyn 
This compound was prepared by General Method 5 (EXAMPLE 60) fix>m 3- 
bromochlorobenzene (195 rog, 1 .0 mmol) and Compound 159 (20 mg, 0.07 mmol) to afford 
14 mg (52%) of Compound 177 as a colorless oil, along with 2.3 mg (7%) of Compound 

20 178 (EXAMPLE 78) as a colorless oil. Data for Compound 177: NMR (400 MHz, 
acetone-d6)7.61 (d,y= 7.8. 1 H), 7.57 (d. 7 = 8.4, 1 H), 7.28-7.18 (m, 4 H), 7.00 (t, 7 = 
7.8, 1 H). 6.95 (s, 1 H), 6.89 (d, 7 = 7.8, 1 H), 6.84 (d, 7 = 8.4, 1 H). 6.82 (d, 7 = 8.1, 1 
H), 5.58 (br s. 1 H). 5.49 (s, 1 H), 2.01 (s, 3 H), 1.27 (s, 3 H), 1.25 (s. 3 H). 

25 EXAMPLE 78 

(/?/^$-(3>Chlomnhenv]VK2.3.4-tetrahvdro-2 ,2^imethv1-4-methvlidene~5ff-chromenQr3.4- 
nquinoline (ComT>ound 178. stru cture 33 of Scheme IX, where R=3-chloroDhenvn 
This compound (2.3 mg, 7%) was obtained along with Compound 177 as described above 
(EXAMPLE 77). Data for Compound 178: NMR (400 MHz, acetone-d6) 7.61 (d, 7 = 
30 6.7, 1 H), 7.59 (d, 7 ^ 8.6. 1 H), 7.29-7.20 (m, 4 H), 6.98 (t, 7 = 6.7. 1 H), 6.88 (t. 7 = 6.7. 1 
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H). 6.79 (d. 7 = 6.7, 1 H). 6.77 (d. 7 = 8.6. 1 H). 6.62 (s. 1 H). 4.99 (s. 1 H). 4.59 (s. 1 H) 
2.41 (d, J = 12.2. 1 H). 2.27 (d. 7 = 12^. 1 H), 1.35 (s. 3 H). 1.13 (s. 3 H). 
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EXAMPI.F.79 

f^^5.(4-Bmn,ophenYlV1.7^ihvdn>-2,2.4-trim.t h vl-5//-chmm.nof3.4./lr^ .»n»Hn, 
(Compoun.^ 179 stnicture M of Scheme IX. wh.,^ p=^H ""T^r*-T'l Tliis compound 
was prepared by General Method 5 (EXAMPLE 60) from 1.4<iibromobenzene (250mg. 1.0 
mmol) and Compound 159 (20 mg. 0.07 mmol) to afford 1 6 mg (54%) of Compound 179 as 
a coloriess oil. along with 2.5 mg (8%) of Compound 180 (EXAMPLE 80) as a colorless 
oil. Data for Compound 179: iH NMR (400 MHz. acetone-de) 7.58 (d. J = 7.8. 1 H). 7 55 
(d. J = 8.4. 1 H). 7.39 (d. J = 8.5. 2 H). 7.16 (d. 7 = 8.5. 2 H). 6.98 (t. 7 = 7.8. 1 H). 6 90 (s 
1 H), 6.86 (t. 7 = 7.8. 1 H). 6.83 (d. 7 = 8.4. 1 H). 6.77 (d. 7 = 7.8. 1 H). 5.54 (br s. I H), ' 
5.47 (s. 1 H). 1 .99 (s. 3 H). 1 .26 (s.'3 H). 1 .23 (s. 3 H). 

EXAMPLRffO 

fg/f)-H4-Pr»mophenYl).|.?14.trtrBhvrir».7^.Hi^ ^ ^ v,^^,,hvliH.^^ 
flqui,M)linefrop,pgHnrtl80 stn.rt..ie33nf .^.h^,y^ wh.». B=d.K».^ ^rf^,,.,..^ T^,-. 
compound (2.5 mg. 8%) was obtained along with Compound 179 as described above 
(EXAMPLE79). Data for Compound 180: »HNMR(400MHz. acetone-de) 7.61 (d.7 = 
6.3. 1 H). 7.59 (d. 7 = 8.7. 1 H). 7.41 (d. 7 = 8.5. 2 H). 7.19 (d. 7 = 8.5. 2 H). 6.95 (t i = 
6.3. 1 H). 6.86 (t. 7 = 6.3. 1 H). 6.75 (d. 7 = 8.7. 1 H). 6.57 (s. 1 H). 4.97 (s. I H). 4.80 (s 1 
H).2.40(d.7= 12.2. 1 H).2.26(d,7= 12.2. I H). 1.34 (s.3H). 1.11 (s.3H). 

EXAMPLE 81 

(/?/y>-5-(3.BromophenY]>-1.2.dihvdro-2.2 4.tnWrhy i .5A/^hrnTn.nor^^f1 ^..;.>.^^ 
(Compound 1«1 yrvcture 32 of Scheme IX. wh.^. xi^-,.y.^ ^r^^^.^^.^ This compound 
was prepared by General Method 5 (EXAMPLE 60) fn,m 1 .3-dibromobenzene (250 mg. 1.0 
mmol) and Compound 159(15 mg. 0.05 mmol) to afforf 13 mg (60%) of Compound 181 as 
a colorless oil. along with 2.0 mg (9%) of Compound 182 (EXAMPLE 82) as a colorless 
oil. Data for Qmipound 181: IR (neat) 3364. 2962. 1699. 1591. 1469. 143 cm-J; iH NMR 
(400 MHz. acetone-d6) 7.61 (d. 7 = 7.8. 1 H). 7.57 (d, 7 = 8.4. 1 H). 7.38 (s. 1 H)'. 7.36 (d. 7 
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= 8.5. 1 H), 7.26 (d, J = 6.6. 1 H). 7.19 (t. / = 7.8, 1 H). 7.00 (t. 7 = 8.3. 1 H). 6.98 (s, 1 H), 
6.81-6.90 (m. 3 H), 5.60 (br s. 1 H). 5.50 (s, 1 H), 2.01 (s, 3 H). 1.27 (s. 3 H). 1.25 (s. 3 H). 

EXAMPLE 82 

5 Wy>-5-f3-Bromophenvl V 1 .2.3.4-tetrahvdit>-2.2wlimetliv1-4-inethvlidene-5//-chromenof 3.4- 
/louinoline fCompound 182. stiucture 33 of Scheme IX. where R=3-bromoriienvn This 
compound (2.0 mg, 9%) was obtained along with Compound 181 as described above 
(EXAMPLE 81). Data for Compound 182. »H NMR (400 MHz, ClXZla) 7.55 (d. 7 = 7.9, 
1 H), 7.51 (d, y = 8.4. 1 H), 7.28 (d, 7 = 8.0.1 H), 7.12 (d, J = 7.9, 1 H). 7.05 (d. J = 7.8. 1 
10 H). 7.01 (t. J = 7.8. 1 H). 6.92 (t. / = 7.4, 1 H). 6.82 (d. J = 8.0. 1 H). 6.60 (d. J = 8.5. I 

H), 6.59 (s, 1 H). 4.95 (s. 1 H), 4.58 (s. 1 H). 2.43 (d, J = 12.3. 1 H). 2.19 (d. J = 12.3. 1 H). 
1.32(s,3H). 1.14(s.3H). 

m 

EXAMPLE 83 

15 (/y5V5*(3,4-Dichlorophenv1V1.2-dihvdn>-2.2.4-trimethvN5//--chro^ 

f Compound 183. stnicture 32 of Sche me IX. where R=3,4-dichloroDhenvn This 
compound was prepared by Genera] Method 5 (EXAMPLE 60) from 1 -bromo-3»4- 
dichlorobenzene (226 mg, 1 .0 mmol) and Compound 159 (20 mg, 0.07 mmol) lo afford 8.7 
mg (30%) of Compound 183 as a colorless oil. Data for Cbmpound 183: NMR (400 

20 MHz. CDCI3) 7.53 (d, J = 7.8, 1 H), 7.50 (d, J = 8.3, 1 H), 7.28-7.22 (m, 2 H), 7.20-7.12 
(m, 2 H). 6.92 (t. J = 7.5, 1 H), 6.85 (d, J ^ 8.2. 1 H), 6.83 (s. 1 H), 6.71 (d, J = 8.4. 1 H). 
5,48 (s, I H), 4.0 (br s, 1 H), 1.97 (s, 3 H). 1.30 (s, 3 H), 1.26 (s, 3 H). 

EXAMPLE 84 

25 ( IZ/5V5-(3-Bromo-2-pvridvl V 1 .2-dihvdrO"2.2.4-trimethvl-5f/-chromenof 3.4-/lQuinoline 

(Compound 184. structure 32 of Scheme IX. where R=3-bromo-2-pvridvn This compound 
was prepared by General Method 5 (EXAMPLE 60) from 2,6-dibromopyridine (237 mg, LO 
mmol) and Compound 159 (20 mg, 0.07 mmol) to afford 20 mg (67%) of Compound 184 as 
a colorless oil. Data for Compound 184: iff NMR (4(X> MHz, acetone-de) 7.63 (dd, 7 = 

30 7.8, 1.5, 1 H), 7.54 (d, J = 8.5, 1 H), 7.52 (d, J = 7.8. 1 H), 7.39 (d, J = 7.9. 1 H), 7.13 (d, J 
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= 7.6. 1 H). 7.03 (t. J = 7.6. 1 H). 6.92-6.80 (m, 4 H). 5.52 (s. 1 H), 5.48 (s. 1 H). 2.03 (s. 3 
H). 1 .25 (s, 3 H), 1 .24 (s. 3 H). 



EXAMPLE 8S 

f^.y)-l,2-PihYdro-5-hYdroxY-?.,2 4-trimethvl-5//-chroinenQr3.4.^..in»l. n e fComnnnnH 
185. struct ure 46 of Scheme XTV. where R'=R2=:H) 

To a yellow solution of Compound 159 (20 mg. 0.07 mmol) in 1 mL toluene at -78 oc was 
added 0.10 mL of DIBALH (1.5 M in toluene. 0.075 mmol) and the resulting solution was 
stirred at -50 ± 10 "C for 20 min. The reaction was quenched with water (I mL) and was 
extracted with ethyl acetate (2x5 mL). Removal of solvent and chromatography of the 
crude residue on a silica gel column using 20% ethyl acetate/hexane as eluents provided 6 
mg (30%) of Compound 185 as a coloriess oil. Data for Compound 185: »H NMR (400 
MHz. CDCI3) 7.71 (d. y = 7.5. I H). 7.53 (d. 7 = 8.4. 1 H). 7.19 (t. / = 7.5. 1 H). 7.08 (t. J 
= 7.5. 1 H). 7.07 (d. / = 8.4. I H). 6.85 (d, 7 = 5.8. 1 H). 6.70 (d. 7 = 7.S. 1 H). 5.52 (s, 1 
H). 3.92 (br s. 1 H). 2.94 (d. J = 5.8. 1 H). 2.37 (s. 3 H). 1.32 (s. 3 H). 1.20 (s. 3 H). 



EXAMPLE »t 

(y?/y)-l.^Dihydro-? ? 4-irimethYl-5-methoxv-5//.^hmm^nnf:t .4-nou?nolin.^ ^<"»n ^Umf 
186. structure 47 of Sf heme XIV^ wh ere R»=R2=tf , x=0. R3aT.PthYl) 
To a solution of Compound 185 (25 mg. 0.085 mmol) in MeOH (7 mL) was added a 
catalytic amount of p-toluencsulphonic acid (-0.25 mg) and the solution was allowed to stir 
at rt for 5 min. The reaction mixture was quenched with a 10% NaOH solution (0. 1 mL) 
then partitioned between EtOAc (10 mL) and water (3 mL). The organic layer was 
separated and washed with water (3 x 1 mL) and brine (3 x 1 mL) then dried (Na2S04) and 
concentrated in vacuo . The crude product was purified on a 20 x 20 cm, 250 jun. TLC 
plate, eluting with 25% EtOAc: hexane to afford 8.2 mg (32%) of Compound 186 as a 
colorless oil. Data for Compound 186: Rf = 0.28 (silica gel. 25% EtOAc: Hexane); ^H 
NMR (400 MHz. CDQs) 7.69 (d. 7 = 7.7. 1 H), 7.48 (d. J = 8.3. 1 H). 7. 1 5 (t. 7 = 7.7. 1 
H), 7.05 (m. 2 H). 6.65 (d. 7 = 83. 1 H). 635 (s. 1 H). 5.50 (s. 1 H). 3.90 (br s. 1 H). 3.49 
30 (s. 3 H). 2.28 (s, 3 H). L33 (s. 3 H). 1.28 (s. 3 H). 
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EXAMPLES? 

rJg/^K2-Dihvdro-2-2.4-trimethvl-5-proTOXV-5//-chroiTW5iK>r3.4-n (Compound 

187. stnicnire 47 of Scheme XIV. where R»=R2=H, X=0, R3=;n-propvn 

This compound was prepared in a manner similar to that of Compound 186 (EXAMPLE 86) 

S from Compound 185 (12 mg) and n-propanol to afford 7.2 mg (57%) of Compound 187 as a 
coloriess oil. Data for Compound 187: Rf ^ 0.43 (silica gel, 25% EtOAc: hexane); 
NMR (400 MHz, CDCI3) 7.68 (d, J = 7.7. 1 H), 7.49 (d, J = 8.3, 1 H). 7.17 (t . 7 = 7.6. I 
H). 7.05 (m, 2 H). 6.65 (d. J = 8.4, 1 H), 6.42 (s. 1 H), 5.50 (s, J H), 3.90 (br s. 1 H), 3.84 
(dt. J = 9.2, 6.7, 1 H), 3.54 (dt. J = 9.3, 6.8, 1 H). 2.28 (s, 3 H), 1.49 (m, 2 H). 1.33 (s, 3 

10 H), 1.18 (s. 3 H), 0.77 (1,7 = 7.4, 3 H). 



EXAMPLE 88 

(/g/.y)-5-Ailv1-K2>dihvdro>2.2.4-trimethvl'5H>chromenor3.4>nquinoline (Compound 188. 
structure 48 of Scheme XIV. where R^=R^R^=R^=R6=m 

15 To a solution of Compound 186 ( 1 2 mg, 0.04 mmol) in dichloromethane ( 1 .5 mL) at 0^ C 
was added allyltrimethylsilane (0.005 mL, 0.062 mmol) and TMSOTf (0.01 mL, 0.057 
mmol) under nitrogen. The reaction was stirred 5 h at rt. The reaction mixture was 
concentrated in vacuo and purified on a 5x20 cm, 250 ^iM, TLC plate, eluting with 25 % 
EtOAc in hexane to afford 2.3 mg (18%) of Compound 188 as a colorless oil. Data for 

20 Compound 188: Rf = 0.50 (silica gel, 25% EtOAc: Hexane); NMR (400 MHz, acetone- 
d6) 7.67 (d, J = 7.4, 1 H), 7.49 (d, J = 8.3. 1 H), 7.12 (UJ= 7.4, 1 H), 6.98 (t. J = 7.4, 1 
H), 6.87 (d, J = 7.4, 1 H). 6.70 (d, J = 8.3, 1 H), 5.96-5.85 (m, 2 H), 5.52 (s, 1 H), 5.04 (s, 
1 H), 5.00 (d, J = 8.6. 1 H), 2.54 (m, 1 H), 2.25 (m, 4 H), 1 .27 (s, 3 H), 1 . 1 8 (s, 3 H). 



25 EXAMPLE 89 

(R/S)- 1 .2-Dihvdro-2.2.4-trimcthv]-5-propvl-5H-chromenor3.4-nquinoline (Compound 189. 
structure 32 of Scheme IX. where R=n-propvn 

This compound was prepared by General Method 5 (EXAMPLE 60) from a 2.0 M solution 
of allylmagnesium chloride (0.2 mL. 0.4 mmol) in THF and Compound 159 (25 mg. 0.086 
30 mmol) to afford 5.0 mg (18%) of Compound 189 as a yellow oil. Data for Compound 189: 
Rf = 0.27 (silica gel. 25% EtOAc: Hexane); NMR (400 MHz, CDCI3) 7.59 (d, J = 7.7, 
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1 H).7.43(d.y« 8.4, 1 H).7.13(t.J= 7.7. 1 H).6.98(t./= 7.7. I H).6.91 (d.7= 7.7. i 
H).6.57(d,y= 8.4.1H).S.89(d.7= 10.4. 1 H). 5.49 (s. 1 H). 3.90 (brs. 1 H). 2.2S (s. 3 
H). 1.84 (m. 2 H). 1.49-1.35 (m. 2 H). 1.29 (s, 3 H), 1.20 (s. 3 H). 0.89 (t. J = 7.4. 3 H). 

EXAMPI.F. 9ft 

f/Z/^-1.2.DihYdrp.2.2.4-Tr.TpcthYl-S.(2-pvTidvl).'>ff^hn>men»rr4-nn..i n oline fCn^^ ^ 
190. structure 32 nf Sc heme IX. where R=2-nvrirfvn 

To a solution of Compound 184 (10 mg. 0.023 mmol) in I mL of THF at - 78 oC was added 
a 1.0 M hexane solution of n-BuLi (0.05 mL, 0.07 mmol). giving rise to a yellow then dark 
red solution. The mixture was allowed to stir for 1 5 min and was quenched with water (1 
mL). The mixture was extracted widi ethyl acetate (2 x 10 mL) and the combined extracts 
were concentrated. Chromatography of the crude mixture on a silica gel column using 10- 
30% ethyl acetate / hexane as eluents afTonled 7 mg (86%) of Compound 190 as a coloriess 
oil. Data for Compound 190: IH NMR (400 MHz, acetone-de) 8.48 (dd. J = 5.4. 1 .8, I 
H). 7.61 (dd, J = 7.8, 1.6, I H). 7.57 (td. J = 7.8. 1.8. 1 H). 7.54 (d. J = 8.3. 1 H). 7. 16- 
7.13(m.2H).6.99(td,y= 7.8. 1.6. 1 H).6.93(s. 1 H). 6.88 (td. J = 7.9. 1.0. 1 H),6.80 
(d.y= 8.5,lH).6.77(dd,7= 7.9. 1.1. 1 H).S.48(bs. 1 H).5.44(s. I H). 1.98(s.3H). 
1.23(s.3H),1.22(s.3H). 



20 



25 



EXAMPLROI 

Wy>-5-(3-FluorophenYl)-1.2-dihydro-2.2.4-trim<-.thv|.5W-chmmP.nnr<t^fl^ 1T in T lir ' 
(Compound 191. structure 32 of Schgmo I X . where R=?-fluoroDhenv!^ 

This compound was prepared by General Method 5 (EXAMPLE 60) from l-bromo-3- 
fluorobenzene (175 mg. 1.0 mmol) and Compound 159 (20 mg. 0.07 mmol) to afford 12 mg 
(47%) of Compound 191 as a colorless oil. along with 1.5 mg (6%) of Compound 192 
(EXAMPLE 92) as a colorless oil. Data for Compound 191: »H NMR (400 MHz. acetone- 
dfi) 7.60 (d. J = 7.9, 1 H), 7.57 (d. J = 8.4. 1 H). 7.26 (td. J = 7.9. 5.9. 1 H). 7.06 (d, J = 
7.1. 1 H). 7.01-6.81 (m, 8 H), 5J8 (br s. 1 H), 5.49 (s. 1 H), 2.02 (s. 3 H). 1.27 (s. 3 H). 1 25 
(S.3H). 
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EXAMPLE 92 

f/y^-5-f3>nuoroohenvlV1.23.4-tetrahvdn>-2.2-diniethv]-4^ 

chromenor3>4-flquinoline (Compound 192, structure 33 of Scheme I X- where R=3- 
fluorophenvn 

S This compound (1 .5 mg» 6%) was obtained along with Compound 191 as described above 
(EXAMPLE 91). Data for Compound 192: NMR (400 MHz, CDCI3) 7.54 (d, 7 = 8.0, 
1 H), 7.51 (d. J = 8.5. 1 HX 7.15 (td, J = 7.9, 5.9, 1 H). 7.06-6.81 (m, 6 H). 6.61 (s, 1 H). 
6.59 (d, J = 8.0. 1 H), 4.94 (s. 1 H). 4.61 (s, 1 H). 2.43 (d, J = 12.3, 1 H), 2.19 (d, 7 = 
12.3, 1 H), 1.34 (s, 3 H), 1.14 (s, 3 H). 

10 

EXAMPLE 93 

(R/S^- 1 .2-Dih vdro-2.2.4-trimethvN5-propvlthio»5//->chrom€nof 3.4-nQuinoline (Compound 

193. structure 47 of Scheme XIV. where R»=R2=H. X=S. R3=/i-Dropvn 

To a solution of Compound 185 (12 mg, 0.04 mmol) in a 1 : 1 mixture of 1 -propanethiol and 

15 methylene chloride (2 mL) was added 2 mg of /7-TsOH at rt. The reaction was complete 
after 1 hour by TLC and was quenched with saturated aqueous NaHCOs. The reaction 
mixture was extracted with EtOAc (2x10 niL) and the combined organic layers were 
washed with water and brine then dried over Na2S04. Removal of solvent in vacuo 
followed by purification on a 5x20 cm, 250 |im, TLC plate, eluting with 25% 

20 EtOAc:hexane, afforded 14 mg (99%) of Compound 193 as a yellow oil. Data for 

Compound 193: Rf = 0.43 (silica gel, 25% EtOAc: Hexane); NMR (400 MHz, acetone- 
d6) 7.69 (d, J = 7.6, 1 H), 7.49 (d, 7 = 8.4, 1 H), 7.16 (t , 7 = 7.6. 1 H), 7.05 (t, 7 = 7.6, 1 
H), 6.93 (d, 7 = 7.6, 1 H), 6.72 (d. 7 = 8.4. 1 H). 5.51 (s, 1 H), 2.79-2.73 (m, 1 H), 2.62- 
2.57 (m, 1 H), 2.47 (s, 3 H), 1 .70 (m, 2 H). 1.25 (s. 3 H), 1 .20 (s, 3 H), 0.99 (t, 7 = 7.3, 3 

25 H). 

EXAMPLE 94 

(/£<<S^-1.2-Dihvdro-5-(3>niethoxvphenvlV2.2.4-trimethvl"5fy-chromenor3.4>flquinoline 
(Compound 194. structure 32 of Scheme IX. where R=3-methoxvphenvn 
30 This compound was prepared by General Method 5 (EXAMPLE 60) from 3-bromoanisole 
(187 mg, 1.0 mmol) and Compound 159 (20 mg, 0.07 mmol) to afford 2.6 mg (10%) of 
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Compound IM as a colorless Oil. Data for Compound 194: »H NMR (400 MHz. acetone- 
d6)7.59(d.y= 7.8. 1 H),7.55(d,y= 8.4. 1 H).7.12(t./= 7.9. I H).6.98(t.7= 7.2. 1 
H). 6.91 (s. 1 H). 6.88-6.71 (m. 6 H). 5.52 (br s. 1 H). 5.47 (s. 1 H). 3.67 (s. 3 H). 2.03 (i 3 
H). 1 .26 (s, 3 H). 1 .25 (s. 3 H). 

EXAMPI.K 9S 

(R^ 'i2-DihY<1ro-?..2.4-trimethvl-5-r3-ftriflu oromethvnphRnvll-5//-chmmenor3,4- 
flquinoling fromnoiind 19S. smictiin. 32 of Sclii.m> IX. wheit> R=V 
ftrifluoromfithYnphenvl) 

This compound was prepared by General Method 5 (EXAMPLE 60) from 3- 
bromobenzotrinuoride (225 mg, 1 .0 mmol) and Compound 159 (20 mg. 0.07 mmol) to 
afford 10 mg (34%) of Compound 195 as a colorless oil. Data for Compound 195: »H 
NMR (400 MHz. acetone-de) 7.61 (d. J = 7.6. 1 H). 7.60 (d. J = 9.0. 1 H). 7.56-7.45 (m; 4 
H). 7.04 (s. 1 H). 6.98 (uJ= 7.6. I H). 6.89-6.83 (m. 3 H). 5.60 (s. 1 H). 5.55 (s. 1 H), 2.02 
15 (S.3H). 1.27(8, 6 H). 



10 



20 



EXAMPLE 9<t 

f/£»y>.5-(3-F | B9ro.4-inf thYlPhenvD-l .2.dihvdn>.2.2.4-tri»,P thv|.5W-r^h.»n.>^f l ^ 
flquipoline fCoiTipoimd 196 stiuctare 32 of Schnne IX. wh«^ R=^ . fl»ort>ut.m^h»ip K>.y.^ 
This compound was prepared by General Method 5 (EXAMPLE 60) from 4-bromo-2- 
fluorotolucne (189 mg. 1.0 mmol) and Compound 159 (20 mg. 0.07 mmol) to afford 15 mg 
(56%) of Compound 196 as a colorless oil. Data for Compound 196: «H NMR (400 MHz. 
acetone-d6) 7.60 (d. J = 7.8. 1 H). 7.56 (d. J = 8.4. 1 H). 7.08 (t, J = 7.9. 1 H). 6.98 (t. J L 
7.9. 1 H). 6.94 (d. J = 8.0. 1 H). 6.91 (s. 1 H). 6.90-6.80 (m. 4 H). 5.55 (br s. 1 H). 5.48 (s. 
25 1 H). 2.12 (s. 3 H). 2.01 (s. 3 H). 1 .26 (s. 3 H). 1.24 (s. 3 H). 



EXAMPLE 97 

( i^g-(4-Bromo.3-I>vridv1 V l .2-dihvdn>.9 .2.4.trimethvl- 5//-chroniennf 3.4-nQuinnlm,. 
fQ>p»lppund 197. structure 32 of Seli>m> K . where R=4-bromo-:^-pvrtriv|) 
This compound was prepared by General Method 5 OaXAMFLE 60) from 2.5- 
dibromopyridine (237 mg. 1 .0 mmol) and Compound 159 (20 mg, 0.07 mmol) to afford 7 
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mg (23%) of Compound 197 as a colorless oil. DaU for Cbmpound 197: NMR (400 
MHz. acetone-d6) 8.24 (d. J = 5.2. 1 H). 7.62 (dd. J = 8.0, 1.3, 1 H), 7.57 (d. J = 8.4. 1 
H). 7.34 (s. 1 H). 7.27 (d,y = 6.5. 1 H). 7.06 (td. 7 = 7.4. 1.3, 1 H), 6.97 (s. I H), 6.94-6.88 
(m, 1 H). 6.86 (d. 3 = 8.4, 1 H), 5.68 (br s, 1 H), 5.55 (s. I H). 2.06 (s, 3 H). 1.29 (s. 3 H). 
5 1.28 (s. 3 H). 

EXAMPLE 98 

{R/S^- 1 . 2-Dihvdro-2.2.4-triniethvl-S-f 3.pvrid vn-5//-chromenor3.4-nquinoline fCompound 
198. structure 32 of Scheme IX. where R=3-Dvridvn 

10 This compound was prepared in a manner similar to that of Compound 190 (EXAMPLE 
90). from Compound 197 (5 mg, 0.06 mmol) to afford 4 mg (quant) of Compound 198 as a 
colorless oil. Data for Compound 198: NMR (400 MHz. acetone-dg) 8.42 (m. 2 H), 
7.58 (dd, J - 7.7. 1 .3. 1 H). 7.56 (d, J = 8.4, 1 H). 7.18 (d, 7 = 5.9. 2 H). 7.01 (t, J = 7.8, 
1 H), 6.95 (s. 1 H). 6.89-6.83 (m. 3 H), 5.61 (br s, 1 H), 5.52 (s. 1 H), 2.03 (s, 3 H), 1.28 (s, 

15 3H). 1.26(s.3H). 

EXAMPLE 99 

f/&S)-S-f4-Chlow>-3-fluorophenvlV1.2-dihvd rp-2.2.4-trimethvl-5g-chromenor3.4- 
/Iquinoline fComoound 199. structure 32 of Scheme IX. whete Ra4-chloro-3-fluorophenvn 

20 This compound was prepared by General Method 5 (EXAMPLE 60) from 2-chloro-5- 

bromoflnorobenzene (209 mg. 1.0 mmol) and Compound 159 (IS mg. 0.05 mmol) to afford 
13 mg (64%) of Compound 199 as a colorless oil. Data for Compound 199: NMR (400 
MHz, acetone-dfi) 7.61 (dd. J = 7.7, 1.4, 1 H). 7.57 (d, J = 8.3, 1 H). 7.38 (t; J = 7.9. 1 H), 
7.13 (dd, y = 10 J, 1.8. 1 H). 7.05 (t. / = 7.8. 1 H). 7.00 (dd. J = 7.7. 1.3, 1 H), 6.93 (s. 1 

25 H). 6.91-6.8 1 (m. 3 H), 5.62 (br s, 1 H), 5.50 (s, 1 H), 2.02 (s. 3 H), 1 .27 (s, 3 H); 1 .25 (s, 3 
H). 

EXAMPLE 100 

(ft/.y>-1.2-Dihvdro-2.2.4.5-tetramethvl-Sf/-ch romenof3.4-flquinoline f Compound 200. 
30 structure 32 of Scheme IX. where Rsmethvlt 
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This compound was p«pared by General Method 5 (EXAMPLE 60) from Compound 159 
(8 mg) .o affoni 4.8 mg (63%) of Compound 200 as . yellow oil. Data for Compound 200- 

Rf=0.44(silicagel.25%EtOAc:hexane);lHNMR(400MHz.CDCl3)760(d J- 7S 
. H).7.43(d./= 8.4. , H).7.,5(..y= 8.0. 1 H). 7.00(1.7= 8.0. 1 H).6.9, (d./^ 8 1 
H).6.57(d.y= 8.MH).6.60(d.y= 6.1, , H). 5.49 (s. 1 H). 3.85 (brs. 1 H). 2.26 (s 3 
H). 1.38 (d. J = 6.6. 3 H). 1.27 (s, 3 H), 1.22 (s. 3 H). 

EXAMPI.K ini 

I ^^1.2-D.hvdnv<;.t,,,v,.2 , 74.tnn,e,hv|.S^-ch.^ , 

S^ucpire 32 nf ,Srhem«. fY u,h.^ 

This compound was pxeparcd by General Method 5 (EXAMPLE 60) from Compound 159 

(8 mg) and I-iodohexane to affoid 4.8 mg (63%) of Compound 201 as a yellow oil Data 

forCompound 201: Rf = 0.33 (silica gel. 25% EtOAc: Hexane); 1h NMR (400 MHz 

CDCl3)7.59(d.y= 7.8.1H).7.43(d.y= 8.3. 1 H). 7.12 (t.. = 7.6. 1 H). 6.98 (, 7 = 

7.4. 1 H).6.91 (d.y = 7.7. 1 H).6.56(d.y= 8.1. , H).5.86(d.y= 7.4. 1 H) 549(s 1 

HX2.25(s.3H). 1.83 (m.2H). 1.41 (m.3H). 1.28(s.3H). 1.20(s.3H).0.84(t.y = '6.7. 
3 H). 



20 



25 



30 



EXAMPIRIQ^ 

J 2-Dihydro.??4-tnmethY|.5f.^hrommon 1 /lo^innUnw.^.^ ,,. „.„ 
Scheme TY, where R=H) 

To a solution of Compound 185 (EXAMPLE 85) (9.5 mg. 0.03 mmol) in methylene 
chlonde (5 mL) maintained at -78 »C was added trifluoroacetic acid (10 mL) and 
^eftylsilane (25 mL). n.e teaction mixtu« was allowed to wann to rt. quenched with 1 N 
NaOH (3 mL). and partitioned between EtOAc (10 mL) and water (5 mL). n.e oiganic 
layer was washed with brine (3 x 3 mL). dried (Na2S04). filteied. and concentrated 
PunficationbyPILC(250Mm. 10,1 hexane/EtOAc) afforded 4.6 mg (52%) of Compound 
2M. DataforCompound202: Rf= 0.36 (silica gel. 25% EtOAc: Hexane); 1h NMR (400 
MHz.CDa3)7.58(d.y» 8.0. 1 H). 7.38 (d. y = 8.3. 1 H). 7.15 (t,y= 8.0. 1 H). 7.02 (t 
J= 8.0. 1 H).6.94(d.y= 8.0. 1 H).6.58(d.y= 8.3. 1 H).5.47(s, 1 H). 5.32 (s, 2 H) 
3.90 (br s. 1 H ). 2. 10 (s. 3 H). 1.27 (s. 6 H). 
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EXAMPLE 103 

fJg/^-1.3-Pihvdio.5-f3-methvlbutvlV2.2.4-trimethvl .Sg-chronienof3.4-flqiii 
(CoiDPPWnd 203. Stnictuie 32 of Scheme IX. where R=3-inethvlhutvn 
This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 159 
5 (13 mg) and 1 -bromo-3-metbylbutane to afford 1 mg ( 1 6%) of Compound 203 as a yellow 
oil. Dau for Compound 203: TLC: Rf = 0.29 (silica gel, 25% EtOAc: hexane); NMR 
(400 MHz, CDC13) 7.58 (d. J = 8.0, 1 H). 7.43 (d, J = 8.3, I H). 7.17 (t, 7 = 8.1, 1 H). 
6.98 (t. J = 8. 1 , 1 H), 6.91 (d, J = 7.9. 1 H). 6.58 ( d. J = 8.0. 1 H). 5.8 \(d,J= 8.9, 1 H). 
5.49 (s, 1 H), 3.90 (br s. 1 H), 2.24 (s. 3 H), 1 .80 (m. 1 H), 1 .44 (m, 2 H), 1.28 (m, 5 H). 
10 1 .2 1 (s, 3 H). 0.79 (d. J = 6.2. 3 H), 0.70 (d, J = 6.2, 3 H). 

EXAMPLE 104 

fiy.y>-S-f 4-Chlnrobutvl>-1.2-d ihvdro-2.2.4-trimethvl-Sf/-chromenof3.4-/lquinoline 
fComoound 204. structure 3 2 of Scheme IX. where R=4-chlorobutvn 

15 This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 159 
(83 mg) and 1 -bromo-4^hlorobutane to afford 2.2 mg (27%) of Compound 204 as a yellow 
oil. Data for Compound 204: Rf = 0.38 (silica gel. 25% EtOAc: Hexane); NMR (400 
MHz. CDCI3) 7.59 (d, y = 8.0. 1 H). 7.43 (d. y = 8.3. 1 H). 7. 13 (t, 7 = 7.7. 1 H). 7.00 (t. 
J = 8.4. I H). 6.91 (d. J = 7.8, 1 H), 6.57 (d. 7 = 8.3, 1 H). 5.86 (d, J = 10.4, 1 H), 5.49 

20 (s. 1 H), 3.90 (br s. 1 H), 2.25 (s, 3 H), 1.83 (m, 2 H), 1.41 (m. 4 H). 1.29 (s. 3 H), 1.20 (s. 3 
H). 0.84 (t, 7 b 7.3, 2 H). 

EXAMPLE 105 

(/y5)-5-Benzvl-l .2-dihvdro-2.2.4-trimethvl- 5tf-chronienor3.4-flquinoline rCompound ms , 

25 structure 32 of Scheme IX. where Rsbenzvn 

This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 159 
(16.8 mg) and benzylmagnesium chloride to afford 2.6 mg (16%) of Compound 205 as a 
yellow oil. Data for Compound 205: TLC: Rf » 0.20 (silica gel. 25% EtOAc: Hexane); 
NMR (400 MHz. CDCI3) 7.66 (d, 7 = 7.8, 1 H), 7.48 (d, 7 = 8.4, 1 H), 7.30-7. 1 5 (m. 6 

30 H). 7.10 (t. 7 = 7.8, 1 H), 6.89 (d, 7 = 8.4, 1 H). 6.61 (d, 7 = 8.4, 1 H), 6. 13 (dd. 7 = 10.2. 
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3.4, 1 H),5.49(s. 1 H),3.92(brs. I H).3.11 (dcl.7= 14.6. 10.2. 1 H). 2.73 (dd, 7 = 14.6. 
3.4. 1 H). 2.31 (s. 3 H), 1.54 (s, 3 H). 1.29 (s. 3 H). 

EXAMPLE llWt 

(Compppnd 206. Stmcnne 32 of Sriiem e IX. wheie R=4-brofnoK..tYl) 
This compound was prepared by General Method 5 (EXAMPLE 60) ftom Compound 159 
(13.7 mg) and 1 .4-dibromobutane to afford 6.0 mg (45%) of Compound 206 as a yellow oil. 
Data for Compound 206: Rf = 0.22 (silica gel. 1:1 CH2Cl2/hexane); Ifl NMR (400 MHz. 
CDC13) 7.59 (d. / = 8.0. 1 H). 7.44 (d. J = 8.3. 1 H). 7.12 (t. J = 7.7. 1 H). 6.98 (t. 7 = 
8.0, 1 H). 6.93 (d. J = 8.0. 1 H). 6.57 (d. J = 8.3. 1 H). 5.85 (d. J = 10.4. 1 H). 5.49 (s. 1 
H), 3.90 (s. 1 H). 2.25 (s. 3 H). 1.83 (m. 2 H). 1.41 (m, 4 H). 1.29 (s. 3 H). 1.20 (s. 3 H). 
0.84 (t. 7= 7.3. 2 H). 



15 



20 



EXAMPLE 1ft7 

9-FluOT0.1.2.dibyd|^2.2.4.trimethvl-S-coumarinop , / L /lQuinnliny f r omno..nri inj , 
stnictim- 41 nf ff^^ ^jne XT wty>n. R 1 =h r2=^ 

g-nuCTp-2-nKtthoxYphcnYlboronir acid f Mn«.t..r, ^ 37 of .Srhpnw. xi. whem R 1=H r2=f\ 
In a 200-mL flask, a solution of 2-biomo^fluoroanisoIe (Aldrich: 4.00 mL. 30.8 mmol) in 
THF (50 mL) was cooled to -78«>C (CO2/IPA). To this solution «-BuLi (Aldrich: 2.5 M in 
hexanes; 12.4 mL. 31 mmol. 1.0 equivuiv) was added dropwise over a 30 min period. TTie 
reaction mixture was stiired at -78«C for 60 min and treated with trimethylboiate (Aldrich: 
10.5 mL, 92.4 mmol. 3.0 equivuiv). The reaction mixture was allowed to slowly warm to it. 
stirred overnight (12 h). and cooled to 0 "C (iceffliO). The solution was treated with 5% 
25 HCl until the pH reached 6. The reaction mixture was poured into sat d NH4a (80 mL) and 
extracted with CH2CI2 (3 x 100 mL). The extracts were washed with sat'd NH4a (1 x 80 
mL). combined, dried (MgS04). filtered through a pad of Ctelite™. and concentrated to 
afford 4.90 g (94%) of a white semi-solid. Data for 5-fluoro-2-methoxyphenylboronic acid: 
iH NMR (400 MHz. acetone-d«): 7.47 (dd, J = 8.8. 3.3. 1 H); 7. 1 7 (m. 1 H); 7.05 (dd. J = 
30 9.0.3.9.1H);3.93(s.3H). 
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Methvl (5 >fluorD-2-mefeoxv«4-mtro-2-biphenvllcarboxvlate fstnicture 39 of Sdicme Xl. 
where R^sH. R^¥) In a 2S0-inL flask, a solution of methyl (2-bromo-S-nitro)benzoate 
(Compound 38, Scheme XI) (Aldrich: 5.00 g, 19.2 mmot) in DME (60 mL) was treated 
with tetrakis(triphenylphosphine)palladium (Aldrich: 0.67 0.58 mmoK 3.0 nioI%). The 
5 reaction mixture was stirred at rt for 10 min. A solution of 5-fluon>-2- 

methoxyphenylboronic acid (4.90 g, 29 nunol, 1.5 equivuiv) in EtOH (8 mL) was added, 
followed by 2.0 M Na2C03 (29 mL» 58 mmoU 3 equivuiv). The reaction mixture was 
heated to 80 ""C for 6 h, cooled to rt, poured into 2.0 M Na2C03 (100 mL), and extracted 
with EtOAc (3 x 100 mL). The extracts were washed with brine (1 x 100 mL), combined, 

10 dried (MgS04), filtered, and concentrated to an orange oil. Purification by SGC 

(hexane/EtOAc, 10/1) afforded 4.25 g (72%) of methyl (5'-fluoro-2*-methoxy-4-nitro-2- 
biphenyl)carboxylate as a yellow-orange solid. Data for methyl-(5 •fluoro-2 -methoxy-4- 
nitro-2-biphenyl)carboxylate: NMR (400 MHz. CDCI3) 8.73 (d. J = 2.4, 1 H); 8.39 
(dd, J = 8.3, 2.4, 1 H); 7.49 (d, J = 8.3, 1 H); 7.09 (td, J = 8.5, 3.1, 1 H); 7.00 (dd, J = 

15 8.5, 3.1, 1 H); 6.85 (dd, J = 8.9, 3.2, 1 H); 3.76 (s, 3 H); 3.70 (s, 3 H). 

5'-Fluoro-2-methoxv-4-nitro»2«biphenvlcarfaoxvlic acid In a 2(X>-mL flask, a solution of 
methyl (5'-fluoro-2*methoxy-4-nitn>-2-bii^nyl)carboxylate (4.24 g, 13.9 mmol) in THF 
(50 mL) was cooled to 0 (ice/H20) and treated with EtOH (10 mL) and 20% KOH (10 

20 mL). The reaction mixture was allowed to warm to rt and stirred overnight, acidified to 

pHlp (pH p^r) with 10% HCl, and extracted with EtOAc (3 x 75 mL). The extracts were 
washed with brine (1 x 80 mL), combined, dried (MgS04), filtered, and concentrated to 
afford 3.68 g (91%) of 5 -fluoro-2'-methoxy-4-nitro-2-biphenylcarboxylic acid as a yellow 
solid. Data for 5**fluoro-2'-methoxy-4-nitro-2-biphenylcaiboxylic acid: NMR (400 

25 MHz, acetone-de): 8.68 (d. J = 2.6, 1 H); 8.46 (dd, 7 = 8.5, 2.6, 1 H); 7.68 (d, J = 8.5, 1 
H); 7.16 (m, 2 H); 7.05 (dd, J = 8.8, 4.4, 1 H); 3.73 (s, 3 H). 

6-Fluoro-2'nitro-3.4»ben20COumarin In a 250-niL flask, a suspension of 5'-fluoro-2 - 
methoxy-4-nitn>-2-biphenylcarboxylic acid (3.60 g, 12.3 mmol) in dichloroethane (30 mL) 
was treated with SOC12 (0.92 mL, 12.6 mmol, 1 .0 equivuiv) and heated to a gentle reflux 
30 for 90 min. The reaction vessel was cooled to 0 (ice/H20) and AICI3 (0.91 g, 6.8 mmol, 
0.55 equivuiv) was added poiticHi-wise. The reaction mixture was allowed to slowly warm 
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to It. stirred 5 h. and quenched with 5% HQ (100 mL). The cnide product was extracted 
with EtOAc (4 X 150 mL). The extracts were washed widi sat'd NH4a (1 x 100 mL) 
combined, dried (MgS04). filtered, and concentrated to afford 3.19 g (quant) of 6-fluoro.2- 
nitro-3.4-benzocoumarin as a yellow solid. Data for 6.fluoro.2.nitit..3.4-ben2ocoumarin- 
lHNMR(400MH2.DMSO-d6): 8.84(d.y« 2.3. 1 H); 8.67 (m. 2 H); 8.40 (d. 7 » 92 1 
H); 7.55 (m, 2 H). 

2-Atpino-6.f1»oro-3.4-hen7oroiimarin (str,« ^,«. 40 of fU^h^nu, ig. whft». R 1=^ , p2-^ ,„ 
a 500-mL flask, a suspension of 6-fluoro-2-nitro-3.44«nzocouroaiin (3.18 g. 12.2 mmol) in 
EtOAc (300 mL) was treated with 10% Pd/C (2.0 g) and AcOH (0.2 mL). and stirred under 
an amiosphcre of H2 for 1 h. The reaction mixture was filtered and the solids rinsed with 
acetone (200 mL). Concentration of the filtrate afforded 2.19 g (78%) of 2-amino^fluoro. 
3.4-benzocoumarin as a yellow solid. Dau for 2-amino^fluon>-3.4-benzocoumarin: Ifl 
NMR (400 MHz. acetone-d^): 8.09 (d, 7 = 8.6. 1 H); 7.86 (dd, 7 = 9.8. 3.0. 1 H) 7 55 (d 

/= 2.6.1H);7.33(dd.7= 9.2. 4.9. 1 H); 7.28 (dd. 7 = 9.2. 2.6. 1 H); 7.17 (dt.7 = 30 ' 
9.0), 



20 



g-Fl»ffiv-l . ?-<tihYTtm-7 ? ^■trimPthYi-mi.soro„marinorT4.nT .;nrM- frr-r-irni Tfrr 

StTWtWro 41 of Schema XI, whrrr R>=H p 2- F) m a 200-mL resealable pressure tube, a 
suspension of 2-anuno^fluoro-3.4-benzoconmarin (1.10 g) in acetone (100 mL) was 
treated witi, iodine (Aldrich: 0.50 g) and heated to 1 10 »C for 32 h. The reaction mixture 
was cooled to rt. concentrated to remove the bulk of the acetone, and dissolved in CH2a2 
(200 mL). The organic layer was washed with 0.5 N Na2S203 (2 x 200 mL) and safd 
NaHCOa (1 X 100 mL). TTie aqueous layers were extracted with CH2CI2 (2 x 100 mL). 
nie combined organic layers were dried (K2CO3). filtered, and concentrated to afforded an 
orange solid. Purification by SGC (hexane/EtOAc. 5/1) afforded 0.51 g (34%) of 
Compound 207 as a bright yellow solid. Data for Compound 207: 1H NMR (400 MHz. 
acetone-de) 7.96 (d, 7 = 8.6. 1 H); 7.83 (dd. 7 = 10.0. 2.9. 1 H); 7.30 (dd, 7 = 9.0. 4.9. 1 
H): 7.22 (d. 7 = 8.6. 1 H); 7.17 (m. I H): 6.25 (br s. 1 H); 5.54 (s. 1 H); 1.30 (s. 6 H). The 
30 acetone multiplet otscures the C(4) metiiyl group. 
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8-Fluoiti-l J2^ihvdro-2^,4-dimethvl-5-cottmarinor3,4-flQui (Compound 208. 
smicnire 41 of Scheme XI. where r1=F. R2=m 

2-Broino-S-fluoroanisole rstnicture 36 of Scheme XI. where R^sF. R^m Ina250mL 
5 r.b. flask, a solution of 2-bromo-5-fluoropheiioI (Lancaster: 7.0 mL, 64 nunol, 1 .0 equi vuiv) 
in acetone (140 mL) was treated with iodomethane (Aldrich: 4.8 mL, 77 mmol, 1.2 
equivuiv), potassium caibonate (8 g). and water (1 mL). The reaction mixture was heated at 
reflux for 6 h, cooled to rt. clarifled with H2O (40 mL), and the bulk of the volatiles was 
removed under reduced pressure. The reaction mixture was extracted with EtOAc (3 x 120 
10 mL); the extracts were washed with brine (I x 80 mL), combined, dried (K2CO3), Altered, 
and concentrated to a clear oil. Bulb-to-bulb distillation (60-65 ""C, 0.7 Ton*) afforded 13.22 
g (quant) of 2-bromo-5*fluoroanisoIe as a colorless liquid. Data for 2-bromo-5- 
fluoroanisolc: NMR (400 MHz, CDCI3): 7.46 (dd, J = 10.6, 8.7. 1 H): 6.64 (dd. J = 
10.4. 2.8, 1 H); 538 (dt, / = 10.4, 2.4. 1 H); 3.88 (s, 3 H), 

15 

4-Ruoro-2-methoxvphenvlb oronic acid (structure 37 of Scheme XI. where R^=F. R^H) 
In a 100 mL r.b. flask, a solution of 2-bromo-5-fluoroanisole (5.50 g, 26.8 nunol, 1.0 
equivulv) in THE (30 mL) was cooled to -78'*C (CX)2/IPA) and n-BuLi (2.5 M in hexanes; 
10.7 mL. 27 mmol, 1.0 equi vuiv) was added via syringe over a 15 min period. The reaction 

20 mixture was stirred at -78'^C for 45 min. Trimethylborate (Aldrich: 9. 1 mL, 80 nunol. 3.0 
equivuiv) was added slowly via syringe. The reaction mixture was allowed to warm to rt, 
stirred an additional 10 h, and cooled to 0 ^C. The reaction mixture was brought to pH6 
with 5% HCl, poured into sat'd NIUQ (60 mL), and extracted with methylene chloride (3 x 
80 mL). The extracts were washed with sat*d NH4CI (1 x 50 mL), combined, dried 

25 (MgS04), Altered, and concentrated to afford 4.22 g (93%) of erode 4-fluoro-2- 
methoxyboronic acid as a white solid, which was used without liirther puriflcation. 

7-Fluoro-2"nitro-3.4-benzocoumarin In a 200 mL r.b. flask, a solution of 2-bromo-5- 
nitrobenzoic acid (Compound 43, Scheme XII) (Aldrich: 4.10 g, 16.7 nunol. 1.0 equivuiv) 
30 in DM£ (65 mL) was treated with tetrakis(triphenylphosphine) palladium (Aldrich: 0.58 g, 
0.50 mmol, 3.0 mo]%). The reaction mixture was stirred at rt for 10 min. A solution of 4* 
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fluon>-2-inethoxyphenylboronic acid (4^ g, 25 mmol. 1^ cquivuiv) in EtOH (10 mL) was 
added, followed by 2.0 M Na2C03 (30 mL). The leaction mixture was heated to SCC for 6 
h, cooled to rt. poured into 5% HQ (100 mL). and extracted with EtoAc (3 x 100 mL). The 
extracts were washed with sat'd NRjO (1 x 100 mL) and brine (1 x 100 mL), combined, 
dried (MgS04). filtered, and concentrated to an orange solid. TTiis cnide material, 
consisting of impure 4'-fluoro-2'-methoxy-4-nitro-2-biphenylcarboxylic acid (structure 44 of 
Scheme XH. where rJ=F, R2=H), was suspended in U^chloroethane (80 mL), treated 
with thionyl chloride (1 .2 mL), and heated at reflux for 90 min. TTie reaction mixture was 
cooled to rt, treated with aluminum trichloride (0.4 g). and allowed to react overnight (1 1 h). 
The reaction mixture was poured into 20% KOH (80 mL) and extracted with methylene 
chloride (3 x 80 mL). The extracts were combined, dried (MgS04). filtered, and 
concentrated to an orange oil. The crude material was dissolved in methylene chloride (50 
mL), adsort)ed onto CeliteTM (i g). and concentrated to a fluffy orange powder. This 
powder was applied to a pad of silica gel in a 250 mL Buchner funnel (50 x 50 mm). The 
pad was rinsed with 100 mL of 2:1 hexane:EtOAc. which was discarded, and then 400 mL 
of 1:1 hexane:EtOAc. The filtrate was concentrated to afford 2.08 g (48%) of 7-fluoro-2- 
nitro.3.4.ben2ocoumarin as an orange solid. Data for 7-fluoro-2-nitio-3,4-benzocoumarin: 
iH NMR (400 MHz. acetone^) 9.02 (d. / = 2.4. 1 H); 8.71 (dd. J = 8.8. 2.4. 1 H); 8.65 
(d. y = 8.8. 1 H); 8.53 (dd. 7 = 9.6. 6.1. 1 H); 734 (m, 2 H). 

; ^-Amii^p-7-fluore-3.4-hgny^onTn,>rin fstTUCturB40of S«*..m> v p . whem r1=f , p2,^ h 
a 250-mL flask, a suspension of 7-fluoro-2-nitn>-3.4-ben20coumarin (2.04 g, 7.9 mmol) in 
EtOAc (150 mL) was treated with 10% Pd/C (1.2 g) and AcOH (0.2 mL), and stirred under 
an atmosphere of H2 for 1 h. The reaction mixture was filtered and the solids rinsed with 
acetone (200 mL). ConcentraUon of the filtrate affoided 1 .61 g (89%) of 2-amino-7.fluoro- 
3.4-benzocoumarin as a yellow solid. Data for 2-amino-7-fluoio-3.4-benzocoumarin: 1h 
NMR (400MHz, acetone-dfi) 8.15 (dd.y = 9.6. 6.1. I H); 8.05 (d.y = 8.6. 1 H); 7.55 (d,7 
= 2.5, 1 H); 7.28 (dd. J = 8.6, 2.5. 1 H); 7.14 (m. I H): 7.12 (d, J = 9.6, 1 H); 5.4 (br s. 2 
H). 

8-F|u9r^l 2-dihydro-? ?.4-trimethvl-5^oumarinft[ 3 .4-nauinnline fComp nunH ftUl^ 
?tru9tvfff 39 Of iSphenie ^T. wh(^rr . In a 200-mL resealable pressure tube, a 
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suspension of 2-ainino-7-fluorD-3,4-benzocoumarin (1.61 g) in acetone (100 mL) was 
treated with iodine (Aldrich: 0.50 g) and heated to 1 1(PC for 32 h. The reaction mixture 
was cooled to rt, concentrated to remove the bulk of the acetone, and dissolved in CH2CI2 
(200 mL). The organic layer was washed with 0^ N Na2S203 (2 x 200 mL) and sat* d 

5 NaHC03 (1 x 100 mL). The aqueous layers were extracted with CH2CI2 (2 x 100 mL).. 
The combined organic layers were dried (K2CO3X filtered, and concentrated to afford an 
orange solid. Purification by SGC (hexane/EtOAc, 5/1) afforded 0.46 g (21%) of 
Compound 208 as a bright yellow solid. Dau for Compound 208: NMR (400 MHz, 
acetone-d6) 8.12 (dd, J = 9.6, 5.9, 1 H); 7.92 (d, 7 = 9.6, 1 H); 7.22 (d, J = 8.6, 1 H); 7.1 1 

10 (m,2H);6.1(brs, lH);5-53(d.J= 1.2, 1 H); 1.29 (s. '6H). The acetone multiplet 
obscures the C(4) methyl group. 

EXAMPLE 109 

9-Chloro-l-2-di hvdro-2^.4-trimethv1>5-coumarinor3.4-/]auinoline (Compound 209. 

15 structure 41 of Scheme XI. where R^=H. r2=k^> 

2>Broroo-4>chloroanisole (structure 3 6 of Scheme XI. where rUh. R^^cn Ina250mL 
r.b. flask, a solution of 2-bromo-4-chloropheno] (Lancaster: 1 6.94 g, 8 1 .6 mmol, 1 .0 
equivuiv) in acetone (160 mL) was treated sequivuentially with iodomethane (6.10 mL, 98 
mmol, 1 .2 equivuiv), potassium carbonate (12 g), and water (4 mL). The reaction mixture 

20 was heated at reflux for 3 h, cooled to rt, and the bulk of the volatiles was removed under 
reduced pressure. The residue was poured into water (140 mL) and extracted with EtOAc (3 
X 150 mL). The extracts were washed with brine ( 1 x 100 mL), combined, dried (K2CO3), 
filtered through a pad of Celite'^, and concentrated to a clear oil. Short*path distillation 
(80-85 ''C, 1 Torr) afforded 17.74 g (98%) of 2-bromo-4-chloroanisole as a clear liquid. 

25 Data for 2-bromo-4-ch]oroanisole: NMR (400 MHz, acetone-d6) 7.53 (d, / =: 2.5, 1 
H); 7.24 (dd, y = 9.7, 2.5, 1 H); 6,81 (d, J = 9.7, 1 H); 3.88 (s, 3 H). 

S-Chloro-2-mcthoxvphenvlboronic acid (strocmre 37 of Scheme XI. where R^=H. R^sCH 
This compound was prepared in a manner similar to that of 5-fluoro-2- 
30 methoxyphenylboronic acid (EXAMPLE 107) from 2-bromo-4-chloroaniso]e (2.00 g, 9.0 
nunol, 1.0 equivuiv), it-BuLi (2.5 M in hexanes; 3.62 mL, 9.0 mmol, 1.0 equivuiv), and 
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trimethylboTBle (3.0 mL. 26 mmol. 2.9 cquivuiv) to affonl 1.30g (77%) ofcn.de 5-ch]oio-2- 
methoxyphcnylboronic acid as a white semi-solid. This compound was used in the next 
reaction with no fiittha- purification. 

Methyl f5-^hlon>.?'-niHhoTY^nitro.2.hinhrnvncarf.o»vl.,. f.^ « ^r^ ^ '^^ l^g- ^ 
where Rl=H , r2^0 This compound was prepared in a manner similar to that of methyl- 
(5'-fluoro-2 .methoxy-^nitro-2-biphenyl)caiboxylate (EXAMPLE 107) from methyl 2- 
biomo-5-nitrobenzoate (1.25 g.4.8 mmol. 1 .0 equivuiv), tetnikis(triphenylphosphine) 
palladium (Aldrich: 0.16 g, 0.14 mmol. 2.9 mol%). and 5-chl«o.2-methoxyphe„ylbon>„ic 
acid ( 1 .30 g. 6.9 mmol. 1 .5 equivuiv) to afford 0.85 g (55%) of mediyl-S'-chloro-y. 
methoxy-4-nitro-2-biphenylcartK,xylate as a yellow-orange soli± Data for methyl-S'-chlort- 
2'-methoxy-4-nitro-2-biphenylcarboxylate: Ifl NMR (400 MHz. CDCI3): 8 73 (d / - 2 4 
I H): 8.38 (dd. J = 8.5. 2.5. 1 H); 7.49 (d, J = 8.5. 1 H); 7.36 (dd, J = 8.7. 2.5. 1 H); 7.23 (d 
J = 2.5. 1 H): 6.85 (d, y = 8.7. 1 H); 3.76 (s. 3 H); 3.70 (s. 3 H). 

y<;hhm>-2'-nirthnKY-4-flitro-?-hiphenvlcarhoxYHrarid niis compound was prepared in a 
manner similar to that of 5'-fluoTO-2--med,oxy.4-nitro-2-biphenylcarboxylic acid 
(EXAMPLE 107) from incthyI-5--chloro.2-.methoxy-4-nitro-2-biphe„yIcarboxylate (0 83 g 
2.6 mmol) to afford 0.75 g (95%) of 5'-chloro-2--methoxy^„itro-2-biphenylcarboxylic acid 
20 as a yellow solid. Dau for (5'-chW2'-methoxyu».nitio-2-biphenyl)carboxyIic acid- 1h 
NMR (400 MHz. acetone-d«) 8.69 (d. 7 = 2.5. 1 H); 8.46 (dd. J = 8.3. 2.6. 1 H); 7.68 (d, J 
= 8.5. 1 H); 7.41 (dd. J = 8.9. 2.7. 1 H); 7.33 (d. / = 2.8. 1 H); 7.08 (d. J = 8.6. 1 H); 3 75 
(s. 3 H). 



25 



30 



it ^hlo^>-2-mTrrv3 , 4-bepzoconmarin This compound was prepared in a manner similar to 
that of 6-fluoro-2-nitn>-3.4.benzocoumarin (EXAMPLE 107) fix,m 5'.chloro-2'-methoxy-4- 
nitiD.2-biphenylcarboxylic acid (0.74 g. 2.3 mmol). SOCI2 (0.17 mL. 2.3 mmol). and AICI3 
(030 g, 2.5 mmol) to afford 0.64 g (quant) of 6-chlon>-2-nitro-3.4-benzocoumarin as a 
yeUowsoUd. Data for 6H:hloio-2-nitro.3.4-benzocoumarin: NMR (400 MHz. acetone- 
d6) 9.04(d.y= 2.3,lH):8.73(m.2H);8.51(d.y= 2.4. 1 H): 7.72 (dd. 7 = 86 24 1 
H); 7.50 (d,y= 8.7,1 H). 
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2-Ainmo-6-chloro-3.4-benzocoumarin (structure 40 of S dieme XI. where R1=H. R2=cn 
This compound was prepared in manner similar to that of 2-amino-6-fluon>-3,4- 
benzocoumarin from 6-chloro-2-nitro-3,4-benzocoumarin (0.64 g, 23 mmol) to afford 0.50 
5 g (88%) of 2-amino-6-ch]oro-3t4-benzocoumarin as a yellow solid. Data for 2-amino-6- 
chlon>-3,4-benzocoumarin: NMR (400 MHz, acetone-de) 8.1 1 (m, 2 H); 7.55 (d, 7 = 
23. 1 H): 7.39 (dd. J = 8.6, 2.5. 1 H); 7.28 (m, 2 H). 

9-Chloro-K2-dihvdro>2.2>4-trimethvN5-coum arinor3.4-nquinoline (Compound 209. 

10 structure 41 of Scheme XI. where R^=H. R^sCn This compound was prepared in a 

manner similar to that of Compound 207 from 2-amino-6-chIon>-3,4-ben20coumarin (0.50 
g) to afford 0.14 g (21%) of Compound 209 as a bright yellow solid. Data for Compound 
209: 1h NMR (400 MHz, acetoneKl6): 8.10 (d, / = 2.4, 1 H); 8.00 (d, J = 8.7, 1 H); 7.39 
(dd, J = 8.7, 2.3, 1 H): 7.26 (d, J = 8.8, 1 H); 7.23 (d, J = 8.6, 1 H); 5.55 (s, 1 H); 1.30 (s, 

15 6 H). The acetone multiplet obscures the C(4) methyl group. 

EXAMPLE 110 

f/y5>>5>Butvl-9-fluoro-1.2-^ihvdfO-2.2.4-trimeAvl.5ff-chromenQr3.4-nqum^^ 
(Compound 210. strucnire 42 of Scheme XI. w here R^^butvl. r1=H. R^^F^ 

20 This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 207 
(0.53 g, 1 .7 mmol) and n-BuLi (2.5 M in hexanes, 2.7 mL, 6.8 mmol, 4.0 equivuiv) to afford 
0.34 g (57%) of Compound 210 as a yellow foam. Data for Compound 210: NMR 
(400 MHz, aceione-d6): 7.54 (d. J = 8.5, 1 H); 7.49 (dd, J = 10.2. 2.9, 1 H); 7.03 (dd, J = 
8.8, 4.9, 1 H); 6.88 (dt, / = 2.9, 8.8, 1 H); 6.75 (d, / = 8.5, 1 H); 5.80 (br s, 1 H); 5.49 (s, 1 

25 H); 4.83 (t, 7 = 7.6, 1 H); 2.36 (q, / = 7.5, 2 H); 2.05 (s, 3 H); 1 .46 (sextet, J = 7.4, 2 H); 
1.10 (br s, 8H); 0.93 (t, 7 = 7.4. 3 H). 



EXAMPLE 111 

(/g/^S>Butvl-&>fl uoro- 1 .2-dihvdro-2.2.4-trimeth vl-5iy-chromenor3.4-nQuinoline 
30 (ComiXHind 211. structure 42 of Scheme XI. where R=n-butvl. R^=F. R2=m 
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Tliis compound was piepaied by General Method 5 (EXAMPLE 60) from Cbmpound 208 
(29 mg. 0.09 mmol) and n-BuLi (2S M in hexanes. 0. 1 6 mL. 0.40 mmol) to affonl 6.5 mg 
(20%)ofCompound211asaycIIowfoam. Data for Compound 211: NMR (400 MHz, 
acetone-d6): 7.77(dd.y= 8.7. 6.3. 1 H); 7^1 (d. 7 = 8.5. 1 H); 6.85 (m. 3 H); 5.80(brs. 
5 lH);5.49(s.lH):4.84(t.y= 7.5. 1 H); 2.37 (q, 7 = 7.5. 2 H): 2.07 (s. 3 H); 1.47 (sextet. 
/ = 7.4. 2 H): 1.10 (br s. 8H); 0.93 (t, 7 = 7.4. 3 H). 



EXAMPLE 112 

(/y.y)-S-(3-Chlomnh<'nvlV9-flunm.l ? -dihvdro-2 2 4-triinethvl-5W^roTnenor^ , 4- 
i l quinQtine (Compound 212. stnich.m42nf j^h^ m e XI. wh^». P=^hl»m^h..nYt , pl-» 

This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 207 
(50 mg, 0.16 mmol) and 3-bromochlorobenzene (120 mL) to affoid 46 mg (70%) of 
Compound 212 as a colorless solid. Data for Cbmpound 212: NMR (400 MHz, 
15 acetone-ds): 7.56 (d. 7 = 8.4. 1 H); 7.36 (dd, 7 = 9.8. 2.9. 1 H): 7.25 (m. 4 H); 6.95 (s. 1 
H);6.85(d.7= 8.5. 1 H); 6.81 (m, 1 H); 6.74 (td.7= 8.5. 2.9. 1 H); 5.5l(s. I H); 2.00 (d. 
7= 1.0. 3 H): 1.28(8. 3 H); 1.26 (s, 3 H). 



EXAMPLE IM 

(/y^g-f4-Chlort>-3-methvlnhenvlV9.fln««vi ?^ihvdm-2 ? 4-t, f methvl- W.ol„»T, >nAP ^ 
flqMinolinc fCoiflPQUnd 213. stnirmre 42 of .^h«»> x i. wh«». R=4^hioro-3.Tn^fhvlT .l.>n Yf 
R'=H. r2=F> 

■niis compound was prepared by General Method 5 (EXAMPLE 60) fiom Compound 207 
(50 mg. 0.16 mmol) and 5-bromo-2-chlorotoluene (0.21 g) to affoid 42 mg (62%) of 
Compound 213 as a colorless solid. Data for Compound 213: NMR (400 MHz. 
acetone-da): 7.55 (d. 7 = 8.4. 1 H); 7.34 (dd. 7 = 10.0. 2.8. 1 H): 7.22 (m. 2 H); 7.00 (br d. 7 
« 10.3. 1 H): 6.89 (s. 1 H); 6.84 (d. 7 = 8.4. 1 H): 6.75 (m. 2 H); 5.49 (s. 1 H); 2.24 (s. 3 H); 
1.99 (d. 7 = 1.2. 3 H); 1.27 (s. 3 H); 1.25 (s. 3 H). 
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EXAMPLE 114 
(/e/^S^4-ChloroDhenvlV9-fluoit>-l^-dihvdro-2^,4-trimethvl^ 

flquinoline (Compound 214. structure 42 of Scheme XI. where R=B4-chlorophenvl. R^arH. 
5 r2=f) 

This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 207 
(SO mg, 0.16 nunol) and 4*bromochlorobenzene (0.19 g) to afford 33 mg (50%) of 
Compound 214 as a pale yellow oil. Data for Compound 214: NMR (400 MHz, 
acctone-de) 7.55 (d. 3 = 8.4, 1 H); 7.34 (dd. J = 10.0, 2.8, 1 H); 7.27 (d, J = 8.6, 2 H); 7.22 
10 (d, J = 8.6, 2 H); 6.92 (s, 1 H); 6.84 (d, 7 = 8.5, 1 H); 6.75 (m, 2 H); 5.60 (br s, 1 H); 5.48 
(d,y= 1.3, 1 H); 1.99(d,J= 1.3, 3 H); 1.27 (s, 3 H); 1.24 (s, 3 H). 

EXAMPLE 115 

(/Vy)>9-Fluoro-K2-dihvdn>-5-(4~methoxvDhenvlV2.2.4-trimedivl-5f/-chromenQr3.4- 
15 /Iquinoline (Compound 215. structure 42 of Scheme XL where R=4-methQ xvDhenvL R1=H. 

This compound was prepared by General Method 5 (EXAMIU 60) from Compound 207 
(50 mg, 0.16 mmol) and 4-bromoanisole (0.13 mL) to afford 8 mg (12%) of Compound 215 
as a pale yellow oil. Data for Compound 215: NMR (400 MHz, acetone-de) 7.53 (d, 7 
20 = 8.4, 1 H); 7.34 (dd, J = 10.0, 2.8, 1 H); 7.1 1 (d, 7 = 8.8. 2 H); 6.86 (s, 1 H); 6.82 (d, J = 
8,4, 1 H); 6.76 (d, J = 8.6, 2 H); 6.70 (m, 2 H); 5.6 (br s, 1 H); 5.46 (s, 1 H); 3,70 (s, 3 H); 
1.99 (s, 3 H); 1.26 (s, 3 H); 1.23 (s, 3 H). 



EXAMPLE 116 

25 (/y5^-8-Fluoro- 1 .2>dihvdn>>5>methoxv-2.2.4-trimethvN5//-chromenof 3.4>nauinoline 
fComt>ound 216, structure 47 of Sch eme XIV. where r1=F. r2=H. R^=methvl. X=0^ 
(/y^VS'Fluoro- 1 .2'dihvdro-5-h vdroxv-2.2.4-trimethvK5/f-chromenor3.4-nquinoline 
(structure 46 of Scheme XTV, where R^=F. R^Hl This compound was prepared in a 
manner similar to that of Compound 185 (EXAMPLE 85) from Compound 208 (170 mg) 

30 and DIBALH (1.0 M in hexane; 1.25 mL) to afford 27 mg (16%) of (A/5)-8*fluoro-l,2- 

dihydn>-5-hydroxyl-2,2,4-trimethyl-5//-chromeno[3,4^quinoline as a white solid. Data for 
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(^S)-8-fluoro.l^-dihydio-5-hydroxy-2A4-triiiicthyl-5ff-chrom^ 1h 
NMR (400 MHz. acctone-dj): 7.74 (dd. J = 8.6. 6.3, 1 H); 7.50 (d. J = 8.4. 1 H); 6.85 (s, 1 
H); 6.79 (m. 2 H); 6.72 (dd. J =9.9, 2.7. 1 H):5.51 (d./= 1.2. 1 H); 2.82 (s. 3 H); 1.30 (s. 
3H); I.17(s,3H). 

f/yy>-^F)Mon>-1.2-4ihYdro-5-methoxv-2.2.4.trimethv N 5W-^hmmaiK>r3.4.flqiiinnfjj^ ^ 
fComppund 216. $tnicture 47 of Schemi. yiV where R 1=F r 2=h. R^zmH-thyl . v^n^ 
compound was prepared in a manner similar to that of Compound 186 (EXAMPLE 86) 

from(/2/5)-8-fluoro.l.2-dihydro-5-hydroxy-2.2.4-trimethyl.5jyH*iomeno[3.4-/]quinoline 
(24 mg) to afford 25 mg (quant) of Compound 216 as a white solid. Data for Compound 
216: 1h NMR (400 MHz. acctone-dfi) 7.74 (dd. J = 8.5. 6.2, 1 H); 7.50 (d. J = 8.4. 1 H); 
6.85 (m. 2 H); 6.79 (d. 7 = 8.4. 1 H): 6.38 (s. 1 H); 5.52 (t. y = 1.0. 1 H); 3.46 (s. 3 H); 2.26 
(d, y « 1.2. 3 H); 1.31 (s. 3 H); 1.15 (s. 3 H). 

EXAMPI.F.1^7 

Wf)-^f4-ChlPfXmhcnvlV8-fluoro.i:;wli h vdit>-2 2 4.tritnethvl-5W-rhrnn^ ...,»p 
flflVmgline (Omipound 217 stnicture 42 «f ■«5 g h«n# VI wh^r^ R=4-ch1omp h^.^ Yl " '-f , 

nils compound was prepared by Genera] Method 5 (EXAMPLE 60) from Compound 208 
(42 n^, 0.13 romol) and 4-bromochlorobenzene (0.19 g) to afford 10 mg (18%) of 
Compound 217 as a pale yellow oil. Data for Compound 217: NMR (400 MHz. 
acetone-d«) 7.62 (dd. y = 8.6. 6.3. 1 H): ISi (d. y = 8.4. 1 H); 7.27 (d. y = 8.7. 2 H); 7.23 
(d. y = 8.7. 2 H); 6.96 (s. 1 H); 6.83 (d. y = 8.2. 1 H); 6.67 (m. 1 H): 6.58 (dd. y= 8.7. 2.5. 1 
H); 5.48 (d. y = 1.3. 1 H): 1.99 (d,y = 1.2. 3 H); 1.26 (s. 3 H): 1.23 (s. 3 H). 

EXAMPLE im 

(/;/^.9-ChlorP-5-f4-chlorophenvlVI 7. d ihvdro.2■? 4.t^imethvl.5W-chromeno^^ 4- 
flquiHo|inc fCx)mPOUnd 218. stmcmm 42 of Scheme XI wh. ^ R=4-chlomphenvl. R 1=H 

This compound was prepared by Genend Method 5 (EXAMPLE 60) from Compound 209 
(40 mg. 0.12 mmol) and 4-bromochlorobenzene (0.19 g) to afford 23 mg (44%) of 
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Compound 218 as an off-white oiK Data for Compound 218: NMR (400 MHz, 
aoctonc-de) 7.59 (d, J = 2.5, 1 H); 7.58 (d, 7 = 8.4, 1 H); 7.27 (d. J = 8.6. 2 H); 7.22 (d, J = 
8.6, 2 H); 6.96 (dd, J = 8.5, 2.4, 1 H); 6.94 (s, 1 H); 6.84 (d, J = 8.4, 1 H); 6.78 (d, 7 = 8.5. 
1 H); 5.7 (br s, 1 H); 5.49 (d, 7 = 1.1, 1 H); 1.99 (d, 7=1.1,3 H); 1.27 (s, 3 H); 1.24 (s, 3 
5 H). 

EXAMPLE 119 

(2V5*Butvlidene- 1 .2-dihvdro>2.2.4>trimethvl-5//-chromenor3.4>/louinoline fCompound 
219. structure 45 of Scheme XIIl. where R^=R^H. R3=n>DroDvl) 

10 General Method 6: Preparation of compounds of structure 43 from Compound 159 or 

compounds of structure 39. This transformation involves the addition of a Grignard reagent 
(or, alternatively, an organolithium reagent) to Compound 159 or compounds of structure 41 
followed by an acid catalyzed dehydration reaction. To a flame-dried flask charged with 
magnesium powder (8-10 equivuiv) and iodine (1-5%) under nitrogen was added one fourth 

15 of a solution of the corresponding benzyl bromide (or chloride) (8- 10 equivuiv) in 2-3 mL 
of THF or ether. The mixture was allowed to stir for 5-10 min until the reaction initiated (a 
few drops of 1,2-dibromoethane might be necessary to initiate the reaction), and then the 
rest of the benzyl bromide (chloride) solution was added and the reaction went to 
completion in several min to give a colorless solution. The Grignard reagent solution was 

20 cannulated into a yellow solution of Compound 159 or a compound of structure 41 in 1 -2 
mL of THF and the resulting dark red mixture was allowed to stir at rt for 20-66 min until 
the red color faded. The reaction was quenched with water (5 mL) and extracted with ethyl 
acetate (2x15 mL). Removal of the solvent under reduced pressure afforded the crude 
lactol as a yellow oil, which was dissolved in 5 mL of methylene chloride and was treated 

25 with p-toluenesulfonic acid (5-10 mol %). The reaction was stirred at rt for 30 min and was 
quenched with a 2% NaOH aqueous solution (2 mL). The mixture was extracted with ethyl 
acetate (20 mL) and was washed with brine (5 mL), and was then concentrated. 
Chromatography of the crude mixture on a silica gel column using 10 % ethyl 
acetate/hexane as the eluent afforded the compound of structure 45 as a bright yellow oil or 

30 solid in good yield. 
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f2>-g-PvtYlifeng-L2-<iihY<tn>-? ? 4-tfinethY|. W^hrr>mennr^4-nT»^ ^f jne (Cnmj ^y^^ 
?|9.stn.ptur.4{> of .Scheme Xm. whrrrRl=R2=H p3„.p^f^ This compound was 
prepared by General Mediod 6 from 1.6 M hexane sohiUon of n-butyllithium (0.2 raL. 0.32 
mmol) and Compound 159 (20 mg. 0.07 mmol) to affoni 4.8 mg (21%) of Compound 219 
as a bright yellow oil. Data for Compound 219: Rf =0.62 (silica gel. 25% EtOAc: hexane): 
iH NMR (400 MHz, acetoncKfe) 7.74 (d. J = 7.5. 1 H), 7.54 (d, 7 » 8.4. 1 H). 7. 14 (t . y = 
7.5. 1 H). 7.03-6.98 (m. 2 H). 6.74 (d. J = 8.4. 1 H). 5.48 (s. 1 H). 4.8 1 (t, 7 = 7.5. 1 H). 
2.40-2.35 (m. 2 H), 2.09 (s. 3 H). 1 .49-1 .44 (m. 2 H). 1 .27 (br s. 6 H). 0.93 (t, 7 = 7.3. 3 H). 

EXAMPLE 120 

(?)-?-BenzYlinen«;.|.2.dihYdro-? 7 4.trimethv|.5ff.chromenorrd./1^ .»p^ , i ne rCnxnnnnnH 
220. StniChlfT, 45 of Srh..n., y ni. wht-m R Ur2:^H. R3=nh^nY>) 

nUs compound was prepared by CSeneral Method 6 (EXAMPLE 119) from benzyl bromide 
(171 mg, 1 .0 mmol) and Compound 159 (20 mg, 0.07 mmol) to afford 6.3 mg (25%) of 
Compound 220 as a bright yellow oil. Data for Compound 220: Rf= 0.50 (silica gel, 25% 
EtOAc: hexane); 1h NMR (400 MHz. acetone-dg) 7.82 (t, 7 = 7.6, 3 H). 7.64 (d, 7 = 8.4. 
1 H), 738 (t . 7 = 7.6. 2 H). 7.24-7.20 (m. 3 H). a09-7.06) (m, 1 H), 6.84 (d. 7 = 8.4. 1 
H). 5.68 (s. 1 H). 5.55 (s 1 H). 2.11 (s. 3 H). 1.29 (br s. 6 H). 

BXAMPIFrl?! 

f2)-g-f4-Fh.on>bei»Y>ideneVl .7-dihvdm.9 7. a-t»«^ r 1t vi-5W-^h««^n»r^ ^fl ni^— jf- 
fComPQut,d221 5tnictwre45ofSriiem..yni u,h>^ff i,R2^H p3^fi „^^^^^^ 
niis compound was prepared by General Method 6 (EXAMPLE 1 19) from 4-fluon)bcnzyl 
chloride (145 mg. 1.0 mmol) and Compound 159 (20 mg. 0.07 mmol) to afford 17 mg 
(63%) of Cbmpound 221 as a bright yellow oil. Dau for Compound 221: Rf « 0.56 (silica 
gel, 25% EtOAc: hexane); 1h NMR (400 MHz. acetone-de) 7.87-7.82 (m, 3 H). 7.64 (d, 7 
= 8.4. 1 H), 7.22-7.05 (m. 5 H), 6.82 (d. 7 = 8.4. 1 H). 5.68 (s. 1 H). 5.54 (s. 1 H). 2.10 (s 
3H),1.32(brs,6H). 

EXAMPLE 122 

fg)-?-f4-PfPTm?t>en^HdeTr)- 1 ?-dihYdrv>-2.? 4-trimethvl-5W.nh... ^ nor3.4-flm.inoVp ^ 
(Compp^md ?27.. structure 45 of Schema YUI . u,lT y.n. r1=r2=h P3=4-hmmn»h.nY |> 
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This compound was prepaxed by Genml Method 6 (EXAMPLE 119) from 4-biomobenzyl 
bromide (250 mg, 1 .0 mmol) and Compound 159 (20 mg, 0.(X7 mmol) to afford 24 mg 
(82%) of Compound 222 as a bright yellow oil. Data for Compound 222: 1hNMR(400 
MHz, acetone-d6) 7.83 (d. J = 8.4. 1 H), 7.77 (d, 7 = 8.6. 2 H). 7.65 (d. J = 8.4. 1 H). 7.55 
5 (d. / = 8.6. 2 H). 7.26-7.17 (m. 2 H). 7.1 1-7.06 (m. 1 H). 6.84 (d. J = 8.3. 1 H). 5.66 (s. 1 
H). 5.55 (s. 1 H). 2,09 (s. 3 H). 1.34 (br s. 6 H). 



(ZV5-(3-Bromobenzvlidene>-1.2-d!hvdrO'2.2.4-trimcthvl-5//-chromenor3.4-/1quinoline 
10 (Compound 223. structure 45 of Scheme XIIL where R^=R^H, R3=3-bromophenvl^ 

This compound was prepared by General Method 6 (EXAMPLE 1 19) from 3-broniobenzyl 
bromide (250 mg, 1 .0 mmol) and Compound 159 (15 mg, 0.05 mmol) to afford 22 mg 
(98%) of Compound 223 as a bright yellow oil. Data for Compound 223: NMR (400 
MHz. acetone-d6) 8.03 (s, 1 H). 7.85 (d. J = 7,9, 1 H), 7.78 (d, 7 = 7.9, 1 H), 7.66 (d, J = 
15 8.4. 1 H). 7.41-7.17 (m, 4 H), 7.09 (t, 7 = 7.9. 1 H), 6.85 (d. 7 = 8.3, I H), 5.67 (s. 1 H). 
5.55 (s, 1 H), 2.10 (s. 3 H). 133 (br s. 6 H). 



(Z^5-r3-ChlorobenzvlideneV1.2Kiihvdro-2.2.4>trimethvl-5f/-chromenor3.4-/lQuinoline 
20 (Compound 224. stnicttiie 45 of Scheme Xm. where R>=r2=H. R3 =3-chiorophenvn 

This compound was prepared by General Method 6 (EXAMPLE 1 19) from 3-chlorobenzyl 
chloride (161 mg. 1 .0 mmol) and Compound 159 (10 mg. 0.035 mmol) to afford 6.3 mg 
(45%) of Compound 224 as a bri^t yellow oil. Data for Compound 224: Rf = 0.33 (silica 
gel. 25% EtOAc: hexane); NMR (400 MHz, acetone-d^) 7.88-7.85 (m, 2 H), 7.72 (d, 7 
25 = 8.0, 1 H). 7.67 (d. 7 = 8.4, 1 H), 7.40 (t, 7 = 8.0, 1 H), 7.26-7.20 (m, 3 H), 7.12-7.08 (m. 
1 H). 6.85 (d. 7 = 8.4. 1 H). 5,68 (s. I H). 5.56 (s. 1 H). 2.10 (s. 3 H). 1.29 (br s, 6 H). 



EXAMPLE 123 



EXAMPLE 124 



EXAMPLE 125 

(Z^5-(3-FluorobenzvlideneV1.2 -dihvdn>-2.2.4-trimethvl-5//-chromenor3.4-/lQuinoHne 
30 (Compound 225. structure 45 of Scheme XIH. where r1==r2=:H. R3=3>fluoroDhenvn 
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This cOTqxMind was prepared by General Method 6 (EXAMPLE 1 19) ftom 3-fluorobenqrl 
bromide (189 mg. 1,0 iranol) and Compound 159 (20 mg. 0.07 mmol) to afford 5.4 mg 
(20%) of ConqxHind 225 as a bright yellow oil. Data for Compound 225: Rf= 0.50 (silica 
gel. 25% EtOAc: hexane); NMR (400 MHz. acetone-d6) 7.85 (d, 7 = 7.9, 1 H). 7.66 (d. 
5 7 = 8.6. 2 H). 7.52 (d. 7 = 7.9. 1 H). 7.43-7.38 (m. 1 H), 7.25-7.23(m, 2 H). 7.1 1-7.07 (m. 
I H). 7.02-6.97 (m. 1 H). 6.85 (d. / = 8.6. 1 H). 5.70 (s. 1 H). 5.55 (s. 1 H), 2.10 (s. 3 H). 
1.29(brs.6H). 

EXAMPT.K t26 

(^-?-(?-ChlorDbenzvlideneV1.2.dihvdm. 2 .2.4-trimethvl.5//-chmmenor3.4.nfi inn»|fp.. 
(Compound 226. structure 45 of Scheme X m . where R 1=r2=h. R3=2-rhln,r,p h^nYi> This 
compound was prepared by General Method 6 (EXAMPLE 1 19) from 2-chloiobenzyl 
chloride (161 mg, 1 .0 mmol) and Compound 159 (20 mg. 0.07 mmol) to afford 8.4 mg 
(30%) of Compound 226 as a bright yellow oil. Data for Compound 226: Rf = 0.44 (silica 
15 gel, 25% EtOAc: hexane): *H NMR (400 MHz, acetone-d6) 8.44 (d. 7 = 7.9. 1 H). 7.85 (d. 
7= 7.9. lH).7.67(d,7= 8.5. 1 H). 7.45-7.37 (m. 2 H). 7.25-7.2 l(m. 3 H). 7.20-7. 11 (m. 1 
HX 6.86 (d. 7 = 8.5. 1 H). 6.20 (s. 1 H). 5.55 (s, 1 H). 2.15 (s. 3 H). 1.29 (br s. 6 H). 

EXAMPLE 127 

fZ)-5-f2.Brt>moben2vlideneV1.2-dihvdm-2/?.4-trimethvl-y ff -chromennr^4-floMinolm 
fCpipppund 227. Stnicnire 45 of Scheme YIH. where R 1=r 2 =h. R3rf.hmmnp h^pYn This 
compound was prepared by General Method 6 (EXAMPLE 1 1 9) from 2-bromobenzyl 
bromide (250 mg. 1 .0 mmol) and Compound 159 ( 20 mg. 0.07 mmol) to afford 2.8 mg 
(10%)of Compound 227 as a bright yellow oil. Data for Compound 227: Rf =0.44 (silica 
25 gel. 25% EtOAc: hexane); NMR (400 MHz. acetone-d6) 8.45 (d. 7 = 7.9. 1 H). 7.85 
(d, 7 = 7.9. 1 H). 7.67 (d. 7 = 8.5. 1 H). 7.64 (d. 7 = 7.9. 1 H). 7.45 (t. 7 = 8.5. 1 H). 7.23 
- 7.07 (m. 4 H). 6.87 (d. 7 = 8.5. 1 H), 6.19 (s, 1 H). 5.55 (s. 1 H). 2.15 (s. 3 H), 1.29 (br s, 
6H). 



wo 96/19458 



PCT/I)S9S/16096 



170 

EXAMPLE 128 

fZ>-S-r2-nuorobenzvlideneV1. 2-dihvdro-2^.4-trim^vl-5tf-diit>menor3.4-floui 
fConiDound 228. stnictme 45 of SiJHame XIH. where R»=»r2=H. R3-2-fiuomnh«.nvn This 
compound was prqpared by Geneia] Method 6 (EXAMPLE 1 19) fmm 2-fluoroben^l 
S bromide (189 mg, 1.0 mmol) and Compound 159 (10 mg, 0.034 nimol) to afford 2.1 mg 
( 1 6%) of Compound 228 as a bright yellow oil. Data for Compound 228: NMR {400 
MHz, acetone-d6) 8.39 (m, 1 H). 7.85 (d. 7 = 7.4. 1 H), 7.67 (d. 7 = 8.5, 1 H). 730-7.06 
(m. 6 H). 6.86 (d, 7 = 8.5. 1 H). 5.96 (s. 1 H), 5.90 (s. 1 H). 5.55 (s. 1 H). 2.13 (s, 3 H), 1.32 
(brs,6H). 

10 

EXAMPLE 129 

(Z)-5-f2.3-Difluoroben2vlideneV1.2-dihvd ro-2.2.4-trimethvl-5ff-chromenor3.4-nquinoline 
(Compound 229. structure 45 of Scheme Xm. w heie Rl=iR2=H. R3:s2.3.difluorophenvn 
This compound was prepared by General Method 6 (EXAMPLE 119) from 2.3- 
15 difluorobenzyl bromide (207 mg. 1 .0 mmol) and Compound 159 (10 mg. 0.034 mmol) to 
afford 4.8 mg (35%) of C:ompound 229 as a bright yellow oil. Data for Conqwund 229: 
NMR (400 MHz. acetone-dfi) 8.18 (dd. J - 8.0. 6.6. 1 H). 7.87 (d, 7= 7.5, 1 H). 7.69 (d, J 
= 8.5. 1 H). 7.30-7.08 (m, 5 H). 6.89 (d, J = 8.4. 1 H). 5.94 (s, 1 H). 5.57 (s, 1 H). 2.12 (s. 
3H). 1.31 (brs,6H). 

20 

EXAMPLE 130 

(Z)-5-f2.S-DifluorobenzvlideneV1.2-dihvdn>.2.2.4.trimethvl-5ff.chromenor3.4-nouinoline 
(Compound 230. strocture 45 of Scheme XII. where RUr2=H. R3=23-difluorophenvn 
This compound was prepared by General Method 6 (EXAMPLE 1 1 9) from 2.5- 
25 difluorobenzyl bromide (207 mg. 1 .0 nunol) and Compound 159 ( 1 S mg, 0.05 mmol) to 

afford 17 mg (82%) of Compound 230 as a bright yellow oil. Data for Compound 230: ^H 
NMR (400 MHz. acetone-d6) 8.12 (m. 1 H), 7.88 (d, 7 = 8.3, 1 H), 7.69 (d. 7 = 8.5, 1 H). 
730-7.00 (m. 5 H). 6.89 (d, 7 = 8.4. 1 H). 5.93 (s. 1 H). 5.94 (s. 1 H), 5.56 (s. 1 H). 2. 1 1 (s. 
3H). 1.32(brs,6H). 
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EXAMPLE 131 

fZ>-?-flupro-g-f3-fluorc>henzvlideneV1.2-dihvdit>-2.2.4-tri m ethv1-^^^^ 

/Iquinoline fComncMinri 231. stnicnim 4S of Scheme XHI. whe« R 1=H. r2=f ^ p 3^^ 

fluorophenvh 

This compound was prq>aied by General Method 6 (EXAMPLE 1 19) ftom 3-fluoiobenzyl 
chloride (0.17 g) and Compound 207 (31 mg) to afford 7.5 mg (19%) of Compound 231 as a 
yellow oil. Data for Compound 231: >H NMR (400 MHz, acetone-d6) 7.65 (d. 7 = 8.4.1 
H). 7.64 (m. 1 H); 7.60 (dd. J = 10.0. 3.0. 1 H); 7.52 (d, J = 7.6. 1 H); 7.40 (m. I H); 7.26 
(dd. y = 8.9. 4.8. 1 H): 7.00 (m. 2 H): 6.86 (d, J = 8.3. 1 H); 5.72 (s, 1 H); 5.57 (d. 7 = 1 .2. 
1 H); 2.10 (s. 3 H). 1.40 (br s. 6 H). 



EXAMPLE 131 

fg)-9-FluQrrH,'S-f3-methoxvben?:vlideneV1.2-di h vdw>-2.24-trimethvl-.W-rhromenn^ 
15 flquinoline rConmounrf 2.1 2. stnictiire 45 of Scheme Ym. where R 1=H. r2=;F R3=a. 
methoxvlphenYl) 

This compound was prepared by General Method 6 (EXAMPLE 1 19) fnim 3- 
methoxylbenzyl chloride (0.18 g) and Compound 207 (31 mg) to affoid 1 1 mg (27%) of 
Compound 232 as a yellow oil. Data for Compound 232: *H NMR (400 MHz, acetone-de) 
20 7.63 (d, 7 = 5. 1 H); 7.58 (dd, J = 10.0. 2.9. 1 H); 7.48 (br s. 1 H); 7.28 (d. 7 = 5.1. 2 H): 
7.22 (m. 1 H); 6.98 (m. I H): 6.83 (d. 7 = 9.6, 1 H); 6.82 (m. 1 H); 5.68 (s. 1 H); 5.56 (s. 1 
H): 3.86 (s, 3 H); 2.10 (s. 3 H); 1 .35 (br s. 6 H). 

EXAMPLE 1.33 

2^ f^8-Fluoro-5-(3-fluon>rbenzvlideneV1 2^ihvdit>.2 2 4 - trimethvl-5W-chromenor-^4. 
flquinoline rComnound 233. stmcture 45 of S cheme Xni where R 1=F r2=h. r3=v 
Pyproph^nyl) This compound was prepared by General Mediod 6 (EXAMPLE 1 19) from 
3-nuorobenzyl chloride (0.17 g) and Compound 208 (31 mg) to afford 7.5 mg (19%) of 
Cdmpound233asayellowoil. Data for Compound 233: NMR (400 MHz. acctone-de) 

30 7.88 (dd, 7 = 9.7, 6.2. 1 H): 7.63 (d, 7 = 8.5. 1 H); 7.58 (m, 2 H); 7.42 (dd, 7 = 8.0. 6.4. 1 
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H); 7.09 (dd, J = 9.5. 2.7. 1 H); 7.00 (m. 1 H); 6.92 (m, 1 H); 6.85 (d. J = 8.2, 1 H); 5.73 
(s, 1 H); 5.63 (s. 1 H); 2.10 (s. 3 H); 1 J5 (br s, 6 H). 

EXAMPLE 134 

quinolinone fCompound 234. stnicture 52 of Scheme XV. where R=4-chloronhenvl 

This compound was prepared by a four step procedure as depicted in Scheme XV. To a 
yellow solution of Compound 163 (EXAMPLE 63) (120 mg, 0.3 mmol) in THF (6 mL) at - 

1 0 780C was added 0.3 mL of /i-BuLi ( 1 .6 M in hcxane. 0.48 mmol). and the resulting solution 
was stirred for 15 min before a solution of di-r-butyl dicaibonate (150 mg, 0,7 mmol) in 2 
mL of THF was introduced. The reaction mixture was allowed to warm up to rt and was 
stirred for 5 h. The mixture was quenched with water and was extracted with ethyl acetate (2 
X 20 mL). Removal of solvent and chromatography of the crude mixture on a silica gel 

15 column using 10-30% mixture of ethyl acetate and hexane afforded 50 mg (34%) of the /- 
Boc protected quinoline (stnicture 49 of Scheme XV where R=4-chIon>phenyI. R>=r2=H) 
and 80 mg (66%) of Compound 163. 

The r-Boc protected Compound 163 (stnicture 49 of Scheme XV where R=4-chioropheny], 
20 R 1 sR^H) (40 mg. 0.08 nunol) in THF (4 mL) was treated with 0.3 mL of BH3.THF ( 1 .0 
M in THF, 0.3 nunol) at rt for 3 h and was then quenched with 0^ mL of KOH (3 M 
aqueous). To the above solution 0,2 mL of H2O2 (30% in water) was added and the 
mixture was stirred for 30 min, then 5 mL of water was introduced. The mixture was 
extracted with EtOAc, washed with brine and concentrated. Chromatography of the crude 
25 mixture on a silica gel column (10-30% EtOAc/hexane gradient) afforded two major 
isomers. The first fraction (20 mg. 50%) was assigned as (R/S-Sh 4m. 50-1-/- 
butyloxycarbonyl-5-(4H:hlorophenyl)-lA3,4-tetrahydro-3-hydroxy-2.2,4-trimethyl-5if^ 
chromeno[3,4-/]quinoline (stnicture 50 of Scheme XV where Rs4-chlorophenyl. 
r1=r2sH). The second fraction (12 mg. 30%) was assigned as (12/S-3/. 4ii, 5tt)-l-f- 
30 butyloxylcarbonyl-5-(4-chlorophenyl)-1.2.3,4-tetrahydro-3-hydroxy-2,2.4-trimethyl-5^^ 
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chroiiieno[3.4-/]quinoline (stracture 51 of Scbone XV where R»4-chloropheny]. 
RJ=R2=H). 

(R/S-31, Alt, Sthl-t-ButyloxylcaiboayU5-(A-<Mompttea 

2A4-trimethyl-J/?-chroineno[3.4-/lquinoUnc (structure 50 of Scheme XV where R=4- 
chlorophenyl. r1=r2=H) (20 mg, 0.04 mmol) was oxidized with PCC (100 mg, 0.46 nunol) 
in 5 mL of methylene chloride at rt for 60 min to yield (12/5-4/. 5j<)-l.r.butyloxylcarbonyl-5- 
(4-chlorophenyI). 1 A3.4-tetrahydro-2.2.4-trimethyI-5W-chix)meno[3.4-/J-3-quinolinone as a 
colorless oil after chromatography. This compound was then treated with 0.2 mL of TFA in 
0.5 mL of methylene chloride for 30 min and was quenched with 5 mL of KOH (2%). The 
reaction mixture was extracted with EtOAc, washed with brine and was concentrated. 
Chromatography of die erode residue on a silica gel column (10-30% EtOAc/hexane 
gradient) afforded 15 mg (93%) of Compound 234 as a white solid. Data for Compound 
234: »HNMR(400MHz.CDa3)7.64(d.J= 8.2. 2 H). 7.18 (d. J = 8.6. 2 H). 7.13 (d. 7 
= 8.6. 2 H). 7.05 (t. 7 = 7.9. 1 H), 6.96 (t. / = 7.8. 1 H). 6.84 (d. J = 8.3. 1 H). 6.76 (d. J 
= 7.9, 1 H).6.37(s. 1 H),3.73(s. 1 H).3.56(q.y= 7.4. 1 H). 1.44 (s.3H). 1.26(s.3H). 
0.87 (d, 7= 7.4. 3 H). 



EXAMPLE 135 

f^.y-4/. ?/)-H4-rhlorf>phenvlV1.2.3.4.tetnihvrfm.9 9 4.. ri inethvl- W-ohnwneimn 
qwnoliiione (Compoimd 235. Structure S3 of Sehem^ TV. where R=4.chlamph^T.yl , 

El=E2=ffi 

(R/S-31, 4ii. 5ii)-l-r-Butyloxylcaibonyl-5-(4-chlorophenyl)-1.2.3,4.tetrahydro.3-hydn>xy- 
2.2.4-trimethy]-J//-chromeno[3,4-/]quinoline (structure 51 of Scheme XV where R=4- 
25 chlorophenyl. R>=r2«H) (EXAMPLE 134) (12 mg, 0.024 mmol) was oxidized and 

deprotected by methods similar to that described for Compound 234 (EXAMPLE 134) to 
yield 8 mg (84%) of Compound 235 as a white solid. Data for Compound 235: 1h NMR 
(400 MHz. CDCI3) 7.59 (d.y= 8.4, 1 H), 7.57 (d, 7 = 8.0. I H). 7.15 (d. 7 = 8.5. 2 H). 
7.06 (d. 7 = 8.5, 2 H). 7.04 (m. 1 H). 6.94 (t, 7 = 7.8. 1 H). 6.85 (d. 7 = 7.6. 1 H). 6.83 (d. 
y = 8 J, 1 H). 3.73 (s, 1 H), 3.35 (d, 7 = 7.5. 1 H). 1 .50 (d. 7 » 7.5. 3 H), 1 .46 (s. 3 H). 
1.17 (s. 3 H). 



IS 
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EXAMPLE 136 

f^5)-5-f4<!hloroDhenv]V1^3.4-tetrahvdro-2.2.4,4-te 

guinolinone fCompound 236. structure S4 of S cheme XV where R=4-chlf>n>Dhenvl- 
5 Rl=R2=m 

To a solution of (R/S-41, 5M)-^^butyloxylcarix)ny^5-(4-chloropllenyl)-l^^,4-tet^tflydI^ 
2^,4-triincthyl-5/f-chn>incno[3,4-yi.3^uinolinone (EXAMPLE 234) (5 mg, 0.01 iranol) in 
2 mL of THF was added 10 mg of NaH (40% in mineral oil, 0.25 mmol) and the resulting 
slurry was stirred at rt for 20 min before Mel (0.1 g, 0.7 mmol) was introduced. The mixture 

10 was stirred at rt for 2 h and was then quenched with water (5 mL). The mixture was 

extracted with EtOAc and purified by silica gel chromatography to provide 1.5 mg (36%) of 
Compound 236 as a colorless oil. Data for Compound 236: NMR (400 MHz, CDCI3) 
7.59 (d, J = 8.2. 1 H), 7.56 (d, J = 7.8, 1 H), 7.13 (d, J = 8.7, 2 H), 7.09 (d, 7 = 8.7, 2 H), 
7.01 (t, J 7.9, 1 H). 6.91 (UJ^ 7.9, 1 H), 6.85 (s, 1 H), 6.83^.78 (m, 2 H), 3.83 (s, 1 H). 

15 1.63 (s, 3 H), 1.38 (s, 3 H). 1.33 (s. 3 H), 1.28 (s, 3 H). 

EXAMPLE 137 

1 i?-PihVdrQ-2.2.4>trimcthvl-6-methoxvmethvl-8-pvranono r 5.6^ rCompouiid 
237, structure 57 of Scheme XVI, where r1=r2= H. R3=methQxvlmethvL 

20 general M^Migd?; L2-Dihvdro-2.2.4.trimethv lauinQlines fComoounds of structure 57 nr 
67) from anilines (Compounds of structure 56 or ambient pre s sure version In an r.b. 
flask equivuippcd with a reflux condensor, a solution of the aniline (a compound of 
strucnire 56 or 66) in acetone (0.05-0.20 M) was treated with iodine (5-20 mol%) and 
heated to reflux for 1 -3 days. Addition of Cclite™ followed by concentration afforded a 

25 fluffy orange powder which was purified by silica gel chromatography to afford the desired 
dihydroquinoline (compound of structure 57 or 67). 

^^-Pihvdro-2.2,4-trimethvl-6>methoxvmethvl-8>pvrano nof5.6>g /quinoline (Compound 
237, strvcture 57 of Scheme XVI. where r1=r2=h. R3 =niethoxvlmethvl Y^n) This 
compoimd was prepared by General Method 7 from 7-amina4-methoxymethylcoumarin 
30 (structure 56 of Scheme XVI. where RUr2-:H, R^rrmethoxymethyl) (1 .0 g, 4.87 mmol) to 
afford 82 mg (6%) of Compound 237 as a light yellow solid in addition to 487 mg (35%) of 
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U-fUhydro-2^4-trimetbyl-8-niethoxyinethyl-6-i^ranono[6^/7quin^^^ Data for 
Compound 237: R, 0.23 (silca gel. hexanes/EtOAc, 2:1); 1h NMR (400 MHz, C6D6) 7.01 
(s, 1 H), 6.24 (s, 1 H), 6.18 (s. 1 H). 5.02 (s. 1 H). 3.97 (s. 2 H), 3.74 (br s. 1 H). 2.92 (s. 3 
H). 1 .78 (d, 7 = 1 .0. 3 H). 0.98 (s. 6 H). 

5 

EXAMPLE 138 

U-Dihvdnv2.? , 4-tiimethYl-6^trinuoromcthvl-8-nvranonor5-6.pfni n no1ine/rnnTP P^ r-if^ 
^tnicture 57 of Scheme XVTT. where R 1=r 2=h. R3=trifiuoromethvl. This 
compound was prepared as depicted in Scheme XVn and as described below. 
'® O-Pivalovl-3-nitrophenol rstnicture fiS of Scheme YVn. where R l^H. PaNhiityl , V^n) To 
300 mL of CH2CI2 was added 3-nitrophenol (stmcture 64 of Scheme XVII. where r1=H. 
Y=0) (15 g, 0. 1 1 mol). pyridine (20 mL) and DMAP (10 mg). To this cooled solution 
(O'C) was slowly added trimethylacetyl chloride (18 mL. 146 mmol. 1.4 equivuiv). The 
solution was allowed to warn to rt and stined for 3 h. To the amber colored solution was 
15 added sat'd NIl4a (300 mL). The organic layer was washed with IN HCl (2 x 150 mL), 
10% CUSO4. 5 H2O (2 X 100 mL). and brine ( 2 x 100 mL). The extract was dried 
(Na2S04) and concentrated in vacuo to give 22.5 g (94%) of 0-pivaloyl.3-nitrophenol as a 
white solid. Data for ai>ivaIoy|.3-nitrophenol: Rf 0.55 (silica gel, hexanes/EtOAc. 3:1); 
1HNMR(400MH2.CDC13)8.11 (dd.y= 4.2. 1.3. 1 H).7.96(t.7= 2.2. 1 H).7.56(dd.y 
= 8.4, 8.2. 1 H). 7.42 (dd. J = 6.5. 1.3. 1 H), 1 J5 (s. 9 H). 
P-PiviMQYl-3-aminophenol fstnicture 66 of Scl.e»n> XVn. where rUh. 1>=t.h,,ty} , v=n) 
To 60 mL anhydrous CH2CI2 was added O-pivaloyl-3-nitrophenol (5.0 g. 22.4 mmol) and 
a catalytic amount (50 mg) of 10% Pd on C. The flask was r^atedly evacuated and 
flushed with N2. The reaction flask was again evacuated and H2 was introduced by balloon. 
25 After stirring under an atmosphere of H2 for 3 h. the reaction flask was flushed twice with 
N2. The suspension was tiien filtered through a bed of Celite™ and concentrated to give 
4.15 g (96%) of O-pivaloyl-3-aminophenol as a viscous amber oil. Data for O-pivaloyl-3- 
aminophenol: Rr 0.21 (silica gel. hexanes/EtOAc. 3:1); NMR (400 MHz, C3X:i3) 7. 12 
(dd, y - 8.0. 8.0. 1 H). 6.52 (dd, J = 7.8. 2.7, 1 H). 6.44 (ddd. / = 8.0, 2.4, 1 .4. IH), 6.38 
30 (t. y = 2.2. 1 H). 3.81 (br s. 2 H). 1 .34 (s. 9 H). 
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General Method 8. 1 .2-Dihvdn>-2^.4-trimethvlQuinolmfts f Co n moundfi of ^tructmg 57 nr 
C7) firoin anilines f Compounds of structure 56 or 66Y pressure t ube version Inathreaded 
resealable pressure tube, a solution of the aniline (a compound of stnicture 56 or 66) in 
acetone (O.05-O.20M) was treated with iodine (5-20 mol%) and heated to 100-120 for 1- 
S 3 days. The reaction vessel was allowed to cool to rt and transferred to a r.b. flask. 

Addition of Celite'^M followed by concentration afforded a fluffy orange powder which was 
purified by silica gel chromatogre^y to afford the desired dihydroquinoline (Compound of 
stnicture 57 or 67). 

10 U-Dihvdlx>-2.2.4-trimethv1-7-(1.1J-trimethvlacetoxv ^Quinoline rsrructure 67 ofRchP^ 
XVn. where r1=H. P=/>butv]. Y=0 This compound was prepared by General Method 8 
from O-pivaloyl-3-aminophenol (structure 66 of Scheme XVII, where Rl=rH, P=/-butyl, 
Y=0) (1.26 g, 6.53 mmol) to afford 1.06 g (60%) of l,2^ihydro-2,2.4.trimethyl-7-( 1,1.1. 
trimethylacetoxy)quinoHne as a light brown solid. Data for U2-dihydro-2,2,4.trimethyl-7. 

15 (Ul,l-trimethy]acetoxy)quinoline: Rf 0.23 (silica gel, hexanes/EtOAc, 3: 1); 1h NMR (400 
MHz. CDOb) 7.00 (d, J =r 8.3, 1 H), 6.28 (dd, J = 5.2. 2.3. 1 H), 5.25 (s, 1 H). 3.69 (s. 1 
H.). 1.96 (d. J = 1.2, 3 H), 132 (s. 9 H), 1.26 (s. 6 H). 

l^rPihYdro-7>hvdroxv-2.2,4-trimethvlquinp1tne To70mL85%ethanol wasadded 1.2- 
20 dihydro-2.2.4.triniethyl.7-(l.l.l-trimethylacetoxy)quinoline (1.03 g. 3.77 mmol) and 20% 
NaOH(aq) (3 mL) to give a clear colorless solution. The reaction was followed by TLC 
(hexanes/EtOAc. 3:1). After 3 h the resulting purple solutipn was quenched with sat'd 
NH4CI (200 mL) and extracted with ethyl acetate (2 x 100 mL). The combined organic 
layers were washed with brine (2 x 75 mL). dried (Na2S04). and concentrated in vacuo to 
25 give a dark purple oil. The oil was dissolved in a minimal amount of hexanes / ethyl acetate 
(3: 1), and filtered though a plug of silica rinsing with a solution of hexanes / ethyl acetate 
(3:1), The washes were concentrated in vacuo to afford 710 mg (99%) of l,2-dihydro-7- 
hydroxy-2.2.4*trimethylquinoline as a dark yellow oil. Data for l,2-dihydro-7-hydroxy- 
2A4-trimcthylquinoline: Rf 0.30 (silica gel. hexancs/EtOAc, 3:1); NMR (400 MHz. 
30 DMSCM16) 8.90 (s. 1 H). 6.70 (d. 7 = 8.2, 1 H), 5.89 (d. J = 2.3. 1 H). 5.85 (dd. J = 8.3. 
2.4. 1 H). 5.65 (s. 1 H). 5.04 (s. 1 H). 1.8 (d. 7 = 1.1,3 H). 1.14 (s. 6 H). 
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l.^PillYf»nv2.2.4-triinethv|.6-triflMominethvl-».nvrannnor5ft. 
strycture 57 of SchemP YVn. wh^ P 1= r2^h R3=trifi..oronMithvl V=^) 
q<?neral Method Q; Prepafation of Comoounds of »tnictu« S6 nr p nh«.nic Tea 
solution of 1.2-dihydio-7-hydroxy.2^.4-trimcthy!quinoline (0.1-0.5 M) in absolute EtOH 
was added a P-keto ester (a compound of structure 68) (1-3 equivuiv) in a 4 x 13.5 cm 
pressure tube equivuipped with a magnetic stir bar and a threaded Teflon stopcock. To this 
solution was added ZnCJa (1-6 equivuiv). The sealed pressure tube was heated in a oil bath 
at 80-120 »C for 6-72 h. The cooled solution was dUuted with safd NH4CI and extracted 
with ethyl acetate. The combined organics were concentrated on Celite™ under reduced 
pressure to give a free flowing powder, which was purified by flash column chromatography 
(silica gel 60. hexanes / ethyl acetate. 5:1) to give the desired product. Further purification 
could be effected by recrystallization from hexanes / toluene. 

l^-PihYdt^2 , 2 i 4-tritncthY|-<htrif|noromethvl-8-nvranQnor5fi- f>l 9uinolinft^^^ 
SmvmrK $S of scheme XVII where R 1=r2= h . R3=,rifl„nr»piethvl. Y=n^ This 
compound was prepared by General Method 9 liom 1.2-dihydro-7-hydroxy-2.2,4- 
trimethylquinoline (1.58 g. 8.5 mmol) and ethyl 4.4.4-trinuoroacetoacetate (3.00 g. 16.8 
mmol. 2.0 equivuiv) to afford 1 .7 g (66%) of Compound 238 as a light yellow powder. 
Data for Compound 238: Rf0.32(sllicagel.hexanes«tOAc.3:l):lHNMR(400MH2. 
C6D6) 7.22 (s. 1 H). 6.15 (s. IH). 5.97 (s. 1 H). 4.93 (s. 1 H). 3.23 (br s. 1 H). 1.66 (d. J = 
1.1. 3 H), 0.98 (s, 6 H). 

EXAMPI.K laQ 

1.2-DihydtT>-2 . ? , 4-trimethvl-10-isocoumarinor4v».a1q u inoline rnnmpound 23» ^m.^^.^ p 
Of Schema yVf, ^^.j. RlH. R2=R3=benzo. Y=n^ 

This compound was prepared by General Method 8 (EXAMPLE 138) from 7-amino-3.4- 
benzocoumarin (structure 56 of Scheme XVI. where R>=H. R2=R3=benzo. Y=0) (180 mg, 
0.85 mmol) to afford 75 mg (30%) of Compound 239 along widi 150 mg (60%) of 1 .2- 
30 dihydn>-2A4-trimrthyl-10-isocoumarinoI3.4-/)quinoline as yellow solids. Data for 

Compound 239: mp 246-248 OC; Ifl NMR (400 MHz, CDCI3) 8.18 (d. J = 7.6. 1 H). 8.16 
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(d. J = 7.6, 1 H). 7,80 (s. 1 H), 7.78 (l, J = 7.6, 1 H). 7.43 (t, J = 7.6, I H), 6.39 (s, 1 H), 
5.45 (s, 1 H), 2.1 1 (s, 3 H). 1.33 (s, 6 H), NMR (100 MHz, CDCI3) 162.2, 152.7, 
146.1, 136.4, 134.9, 130.7. 129.1, 127.2, 126.5, 120.5, 119.4, 119.0. 117.8, 107.6,99.8, 
52.7, 31.8. 19.0; Anal. Calcd for C19H17NO2: C 78.33; H, 5.88; N. 4.81. Found: C, 77.99; 
5 H, 5.79; N. 4.72. 

EXAMPLE 140 

1.2-Dihvdro-2 2,4>trimethvMO>isoquinol onor4.3-glquinolinerComDound 240. structure 57 
of Scheme XVI where R^=H. R^R3=benzo. Y=NH^ 

10 3-Afnino>6f5/A>phenant hridinone (structure 56 of Scheme XVI, where rUh. 

R2gR3^benzo. Y=NH> A mixture of 3-nitro-6(5/0-phenanthridinonc (structure 55 of 
Scheme XVI, where r1=H, R2=R3=benzo, Y=NH) (480 mg, 1.5 mmol) and 50 mg of 10% 
Pd/C in 60 mL of DMF was stirred under an atomsphere of H2 for 2 h. The mixture was 
filtered through a Celite™ pad and the filtrate was concentrated to give 0.4 g of the crude 

15 aniline as a yellow solid. This material was used without further purification. 

K2"PthYdyo-2^.4>trimethvl-10-isoQuinolonor4.3-PlQuinoline (Compoun d 240. stnictute S7 
of Scheme XVI. where r1=H. R2aR 3=benzo- YaNH^ This compound was prepared by 
General Method 8 (EXAMPLE 238) from 3-amino-6(J^phenanthridinone (0.4 g), iodine 

20 (150 mg, 0.6 nunol), acetone (16 mL) and DMF ( 14 mL) to afford 220 mg (5 1 %) of 

Compound 240 as a yellow solid. Data for Compound 240: mp 301-302 IR (KBr, cm' 
1) 3300. 3010. 1670. 1450. 1300; NMR (400 MHz. CDCls) 8.28 (d. J = 7.6. 1 H), 8.25 
(d. / = 7.6. 1 H), 7.90 (s. 1 H). 7.70 (t. 7 r= 7.6. 1 H). 7.39 (t. J = 7.6. 1 H), 6.48 (s. 1 H). 
5.78 (br s. 1 H). 5.42 (s. 1 H), 2.13 (s. 3 H), 1.33 (s, 6 H); ^^C NMR (100 MHz. acetone- 

25 d6) 162.4. 147.1. 139.2. 137.0, 133J. 129.2, 128.7. 128.6. 125.8. 125.0. 121.8, 118.9. 118.4 
108.5,98.1.52.8.31.6, 19.0. 

EXAMPLE 141 

1.2-Dihvdro-2.2.4.6-tetramethvl-8«pvridonor5.6-glquinoIine (Compound 241. structure 57 
30 of Scheme XVI. where r1=r2=H. R^^smethvl. Y=NH> 
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This compound was prepared by General Method 8 (EXAMPLE 238) from Caibostyril 124 
(structure 56 of Scheme XVI. where R1=r2=H. R3=niethyl. Y=NH) (500 mg. 2.8 mmol) to 
afford 175 mg (25%) of Compound 241 as a pale yellow solid. Data for Compound 241: 
mp 282,284 OC; IR (KBr. cm-1) 2966. 2918. 1658. 1641. 1425. 1257; Ifl NMR (400 MHz. 
5 CDC13) 7.24 (s. 1 H). 6.34 (s. 1 H), 6.23 (s. 1 H), 5.37 (s. 1 H). 2.41 (s. 3 H). 2.04 (s. 3 H). 
1.29 (s. 6 H): 13c NMR (100 MHz. CDCI3) 165.0, 149.8, 146.5. 140.3. 129.2, 127.6. 
1 19.1. 1 18.5. 1 14.9. 1 12.5. 97.2. 52.4. 31.8. 19.3. 18.9. 



EXAMPLE 142 

^2-Dihvdrp-10-hvdroxv-2.2.4-trimethvl-inw.isochrnTnennr4 V g1ouinftlin^( r^PTr»..y,^^ 
242. stnichim <tl »f Scheme YV I. whefc R 1=H. R2=R3-henyr. V=n) 
To a yellow solution of Compound 239 (EXAMPLE 139) (10 mg, 0.033 mmol) in 0.5 mL 
of toluene at -78 oc was added 0.050 mL of DIBALH (1.5 M in toluene , 0.075 mmol). and 
the resulting solution was stirred at -50 ± ] 0 ©C for 20 min. The reaction was quenched 
15 with water (1 mL) and extracted with eUiyl acetate (2x5 mL). Removal of solvent and 
chnmiatography of the crude residue (silica gel. 20% ethyl acetate^exanes) afforded 6 mg 
(63%) of Compound 242 as a colorless oil. Data for Compound 242: 1h NMR (400 MHz. 
acetone-d6) 7.74 (d. J = 7.8. 1 H). 7.52 (s. I H). 7.37 (t. J = 7.8. 1 H), 7 Jl (d, J = 7.8. 1 
H), 7.19 (t. y = 7.8, 1 H). 6.26 (d. / = 6.5. 1 H). 6.17 (s. I H). 5.97 (d. J = 6.5, 1 H), 5.40 
20 (br s. 1 H). 5.29 (s. 1 H). 2.05 (s, 3 H). 1.27 (s. 6 H). 

EXAMPLE 143 

1. ?-Pihydro-2 , 7 4 6-tetramethvl-R//-pvninor3.2-Pl 9 uinoliiie rrnnmound 243 «tn.r^^n - f ^ 
of Scheme XVI wh ere R1=r2«H. R3gmethvl Y=n) 

^ ?.3-Dihvdro-2.2.4.6-tetramethvl-8-nvran o nor5.6-glQuinoline rstnirtiire 57 of Sdiem.. yyi , 
where r1=r2=h, R3=iTiethyl. Y=0) To a solution of 7-nitro-4-methylcoumarin (structure 
55 of Scheme XVI. where R»=r2=H. R3=methyl. Y=0) (0.61 g. 1 .75 mmol) was added 50 
mg of 10% Pd/C. The reaction mixture was stirred under an atmosphere of H2 for 2 h. The 
mixture was Hltered through a pad of Celite™ and the filo^e was concentrated to give 0.5 g 

30 of the crude amino compound as a yeUow solid. This material was used without further 

purification, and was submitted to General Method 3 to afford 90 mg (20%) of 1.2-dihydro- 
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2;2,4,6-tetrainethyl-8-pyranono[5,6-^]quinoIine as a yellow solid. Data for 1,2-dihydro- 
2^.4,6-tetra2nethyl-8-pyranono[5,6-^]quinoline: mp 258-260 ^C; BR (KBr) 3300, 2955, 
1720. 1630, 1505, 1390, 1250; NMR (400 MHz, CDOs) 7.27 (s, 1 H), 6.30 (s, 1 H), 
6.12 (br s, 1 H), 5.84 (s. 1 H), 5.44 (s. 1 H), 2.37 (s, 3 H). 2.05 (s, 3 H), 1.32 (s, 6 H); 13c 
5 NMR (100 MHz, CDCI3) 161.9, 155.4. 153.1. 147.1, 128.8, 127.0. 1 19.2. 1 10.3, 109.0, 
98.6, 52.6,31.8, 18.6. 

1. 2-Dihvdro-2.2.4.6-tetraTnethvl>8f/'pvranof3.2"ig1quinoline (Compound 243. structure 61 
of Scheme XVI. where R^=:R2=;H. R3=methvK Y=0) To a solution of 1 ,2-dihydro-2,2,4,6- 

10 tetramethyI-8-pyranono[5,6-^]quinoline (15 mg, 0.06 mmol) in 1 mL of toluene at -78^ 
was added DIBAl-H (0.5 M in toluene, 0.24 mL, 0.12 nmiol) and the resulting mixture was 
allowed to stir at -SO^C for 60 min, generating a clear brown solution. The reaction was 
quenched with water (1 mL) and was extracted with ethyl acetate (2x10 mL). The organic 
extract was concentrated and was chromatographed (silica gel, 4:1 hexanes /ethyl acetate) to 

15 afford 1 mg (5%) of Compound 243 as a colorless oil. Data for Compound 243: NMR 
(400 MHz, acetonc-d6) 6.84 (s, 1 H), 5.96 (s, 1 H), 5.33 (t, J = 3.5, 1 H), 5.26 (s, 1 H), 5.21 
(s, I H). 4.59 (d, J = 3.5, 2 H), 1.96 (s, 3 H), 1.93 (s, 3 H), 1.24 (s, 6 H). 

EXAMPLE 144 

20 (iy5)-1^.3.4-Tetrahvdro-2.2.4-trimethvN10-isoQmnol bnor4.3-glQuinoline fCompound 244 
structure 63 of Scheme XVI. where R^=H. R2=R3=benzo. Hydrogenation of 

Compound 240 (550 mg, 1 .9 mmol) over 10% Pd/C (200 mg) in 250 mL of ethyl acetate for 
14 h at rt afforded 5 10 mg (92%) of Compound 244 as a yellow solid. Data for Compound 
244: mp 263-264 ©C; IR (KBr) 3304, 2960, 2928, 1658, 1606, 1467, 1267 cm-1; Ir NMR 

25 (400 MHz, CDCI3) 9.67 (br s. 1 H), 8.45 (d, 7 = 8.0, 1 H). 8.1 1 (d, J = 8.0, 1 H), 7.94 (s, 1 
H), 7.69 (t, J = 8.0, 1 H), 7.41 (t, 7 = 8.0, 1 H), 6.25 (s, 1 H), 4.08 (br s, 1 H), 3.02 (m. 1 
H), 1.81 (dd, y = 12.8, 5.2, 1 H). 1.49 (t, 7 = 12.8, 1 H), 1.46 (d, 7 = 6.7. 3 H), 1.29 (s, 3 
H) and 1.23 (s. 3 H). 
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EXAMPLE 14ji 

1.2-PihYdro-2^.4-trimgthYl-10-thioisoQuinoloiior4.3-PlcT..innlin e fComp «»nrf rf^^ nPTtlTrr 
58 of Scheme XVI wtu-n . r1=h. R2=R3gbenzo. Y=n> 

A mixture of Compound 240 (9 mg. 0.03 mmol) and Lawesson's reagent (4 1 mg, 0. 1 mmol) 
in 2 mL of THF was stirred at SQOC for 3 h, generating a bright yellow solution. Removal 
of the solvent and chromatography of the crude mixture (silica gel, 1 : 1 ethyl 
acctate/hexanes) afforded 8.2 mg (90%) of Compound 245 as a yellow oil. Data for 
Compound 245: Ifl NMR (400 MHz. acetone-d6) 8.93 (d. / = 8. I.I H). 8.33 (d. 7 = 8. 1 . 
1 H). 8.01 (s. 1 H). 7.75 (t. 7 = 8.1, 1 H), 7.44 (t. 7 = 8.1, 1 H), 6.73 (s. 1 H), 5.97 (br s, 1 
H). 5.5 1 (s, 1 H), 2. 1 5 (s, 3 H), 1 .35 (s, 6H). 

EXAMPI.F. 14<; 

(f)-l.?.3.4-TefrqhYdro-2 , 2 , 4.trimethvl-10-isnniiinolonor4 Val g uinoline rCnmp nnn^ 
structure 63 nfSrf.>m>YYi where Rl=H p2^R3=i^n7^ Y=n) 

This compound was prepared by a HPLC separation of the enantiomers of Compound 244 
using a Chiracel OD-R column, using a 4: 1 mixture of methanol and water as the mobile 
phase. The opUcal purity of Compound 246 was detennined by HPLC to be > 99% e.e.; 
[aj20u«+io6(MeOH). 

EXAMPI-R 147 

U-Dihydro-2^.4-trimPfhYl-6-trifluoromethv|.8-Bvridnnr>rS ft-y l quinoUne frnmp »..pX '>^T 
smiffWre 57 9f Scheme XVII. where r1=r2=h p3 ^ rifluommPthYi , v=m» ) This 
compound was prepared as depicted in Scheme XVII and as described below. 
l-rm-ButY|oxycarbamovl-Vnitrohenr/.nP f s tnicturelKnf Scheme XVIf whereRl=rW P=y. 
bHtvlo^vgaTbonyl. Y=NH>. General MethnH in V -BocPrnt^rtinn of NitfnaniHn^^ Toa 
name-dried 500 mL r.b. flask containing 3-niux>aniline (suncture 64 of Scheme XVII. 
where Rl=H. Y=NH) (20.0 g, 144.8 mmol) in 150 mL THF was added di-/m-butyl 
dicarbonate (31 .60 g. 144.8 mmol, 1 .00 equivuiv), and the mixture was cooled to O-^C. 4- 
A^JV-Dimethylaminopyridine (19.46 g, 159.3 mmol. l.lOequivuiv) was added ponion-wise, 
and the mixture was allowed to warm to rt overnight. Etfiyl acetate (400 mL) was added, 
and the mixture was washed with IM NaHS04(aq) (2 x 200 mL) and brine (200 mL). dried 
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(Na2S04). and concentrated under reduced pressure. Purification by flash column 
chromatography (silica gel. hexanes/ethyl acetate. 9: 1) affonled 31.4 g (91 %) of Ltert- 
butyloxycarbamoyl-S-nitrobenzene as a white solid. Data for I-rm-butyloxycarbamoyl-3- 
mtrobenzene: Ifl NMR (400 MHz, CDClg) 8.31 (dd. IH. J = 2.2. 2.2. IH. 2-H). 7 88 (dd 

y= 7.9.,.5.,H.4-H).7.69(brd,J=7.8.1H.6-H).7.44(dd.y= 8.3. 8.1. IH. 5-H) 674 
(br s, IH. N/f). 1.54 [s. 9H. (C#3)3CO)J. 

3-/err.ButyioxvrarhTimovlanilinP ^«».^,. ,re 66 nf Srh..»., XVIT wh^».P 1,^ p^^ 
l >utyloxYg{.rhonv| Y-NH) To an oven-dried 1 -L r.b. flask containing l-rer,- 
butyloxycart,amoyl-3-nitrobenzene (20.0 g, 83.9 mmol) in 500 mL 1:1 ethyl acetate/ethanol 
at rt was added 10% Pd on C (approx 1 mol%). and the mixture was stirred under an 
atmosphere of gas for 6 h. The reacUon mixn.re was then Altered, and concentrated 
under diminished pressure to give 1 7.4 g (quant of 3-/.«-butyloxycarbamoylanili„e as a 
white oily solid. Dau for 3-/m-butyloxycaTbamoylaniline: »H NMR (400 MHz CDCJ3) 
7.04(t.J= 8.0.8.0. IH. 5-H). 6.98 (brs. lH.N/0.6.53(dd.y= 7.9.1.8. 1H.4-H) 636 
(m. 2H, 6.2-H). 3.66 (br s. 2H. NH2). 1.51 [s. 9H. (CW3)3CO)l. 

7-/err-PmvloxYrarh»moyl 1 •> dihvr1ro-2.^a.,^^,^hT lniTi n T >Hn.rc r.^ ....^^ ^ ^ 

XVH.whereRUH P-r-hnryloxyrnrhnn, ! Y mil General M.rh»H ... ef,^ 
'° Pv<^"^ation of rm-R.,tY»oxvcarhamoY|aDi|in r, To an oven-dried 1 L r.b. flaslc containing 
3-/m-bu.yioxycarbamoylaniline (17.4 g. 83.5 mmol). MgS04 (50 g. 5 equivuiv). and 4-rm- 
butylcatechol (420 mg. 3 mol%) in 120 mL acetone (appiox 0.75 M in the aniline) was 
added iodine (1 .07 g. 5 moI%). and the mixture was heated to reflux for 8 h. The crude 
reaction mixture was then cooled to rt. filtered through a bed of Celite™ on a fritted-glass 
fiinnel. rinsing with ethyl acetate, dried (Na2S04). and concentrated under reduced pressure 
Purification by flash column chromatography (silica gel. hexanes/ethyl acetate, gradient 
elution) afforded 19.9 g (82%) of 7-/m-butyloxycart)amoyl-1.2-dihydn>-2.2.4- 
trimethylquinoline as a white solid, which was further purified by reco^stalli^tion from 
acetonilrile to give white needles. Data for 7.rert-butyloxycart)amoyl-1.2-dihydro-2.2 4- 
30 trimethylquinoline: >H NMR (400 MHz. CDCI3) 6.93 (d. y = 8.3. 1H.5-H).6.81 (brs 



15 



25 



10 



IS 



20 



25 



30 



W096/194S8 

PCT/DS95/K096 

183 

IH. «NBoc). 6.34 (m. 2H. 6.8-H). 5.21 (d, J = 0.9. IH. 3-H). 3.71 (br s. IH. Nfl). 1.94 (d. 
y = 1 .0. 3H. 4-C«3). 1 ^ [s. 9H. {CW3)3CO)]. 1.24 [s, 6H. 2-(CW3)2l. 
7-Ainino-1.2.dihY<tTX^? . 2.4-trifngth vlquinoliiK; General M^thn,! lo- Removal nfBn. 
Protective Groiip from Comnounds of stnifitiim it7 of Sehwne XVH. u/h«.»> v-*. 
<)utYloxYcartK>nY), Y=NH) To an oven-dried 25 mL r.b. Hask containing 
butyloxycarbamoyl-l,2-dihydro-2^.4-trimethylquinolinc (400 mg. 1.38 ramol) in 2 mL 
dichloromethane at 0°C was added trifluoroacetic acid (1.06 mL. 10 equivuiv). and the 
mixture was allowed to wann to rt. After 3 h at rt. die reaction mixture was diluted with 50 
mL dichloiomethane. transferring to a 125 mL criynmeyer flask, and cooled to 0»C before 
neutralization to pH 8 with safd aqueous NaHCOs- The biphasic mixture was transferred to 
a scparatory fiinnel. the layers were separated, and the organic phase was dried (Na2S04). 
and concentrated under reduced pressure to afford a light reddish oil. The crude material 
thus obtained was of greater than 98% purity by 1h NMR. and was canied on to the next 
step without further purification. While the 7-anrino-quinoline obtained decomposed 
appreciably within a few hours upon standing at rt. edianolic solutions could be stored at - 
20-C for 2-3 days without substantial adverse effect on the subscquivuent reaction outcome. 
Typically however, the material was stored in bulk as the crystalline Boc-protected amine, 
and portions were hydrolysed as needed. Data for 7-amino-1.2-dihydrD-2.2.4- 
trimetiiylquinoline: 1h NMR (400 MHz. CDCla) 6.86 (d. y = 8.2. IH. 5-H). 5.99 (dd. y = 
8.0. 2.3. IH. 6-H). 5.79 (d. J = 2.0. IH. 8-H). 5.12 (d. 7 = 1.4. IH. 3-H), 3.53 (br s. 3h' 
N//2.N/0. 1.93 (d.y= 1.2.3H.4-CW3). 1.24 [s. 6H. 2-(Cff3)2j. 

. 1.2-DihYdro-2 , 7 4-trjp|^thy|.6-trifinoromet hyl-S-pvridon of5.6..1n..inol.n. .Comnnnnrf -jAI 

structure 57 of, Scheme XVTI wh.rrRl=R2,H R3^f^ .. ,^„,,,Hvl y ^^^»^ 

MethgLi3: Knon- Cvcliy^tion of 7-amino-l ?-dihvdfo-2.2 4-«rim.t h vlQuinoHn... u,i.h , 
K&SL^ To an oven-dried 10 mL r.b. flask containing 7-amino- 1 .2-dihydro-2.2.4- 
trimethylquinoline (100 mg. 0.53 mmol) and ethyl 4.4.4-trifluoroacetoacetate (85.4 mL. 
0.58 mmol, 1.1 equivuiv) in 2.5 mL absolute ethanol was added ZnCl2 (1 10 mg. 0.81 mmol. 
1^ equivuiv) and the mixture was heated to reflux for 3 h. Upon cooling to rt. the reaction 
mixture was diluted with 40 mL ethyl acetate, and the organic solution was washed with 
sat d aqueous NH4a. dried (Na2S04). and concentrated under reduced pressure. 
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PuriHcation by flash column chromatogr^hy (silica gel, hexanes/ethyl acetate, gradient 
elution) afforded 72 mg (44%) of Compound 247 as a bright fluorescent-yellow solid, in 
addition to 70 mg (40%) of Compound 248 (EXAMPLE 148) as a pale yellow crystalline 
solid, and 10.4 mg (6%) of Compound 249 (EXAMPLE 149) as a white solid. Data for 
5 Compound247: NMR (400 MHz, CDCI3) 11.45(brs, IH, CONH). 7.38 (s, 1H,5-H), 
6.66 (s, IH, 7-H), 6.27 (s, IH. 10-H). 5.42 (s, IH, S-H), 4.35 [br s, IH, (CH3)2CN^, 2.03 
(s, 3H, 4.C//3). 1 .33 [s, 6H. 2-(C//3)2l. 



10 8-Ethoxv-1.2-dihvdro-2.2.4>trimethvl"6-trifluoromethv!-8-Dvridof5.6-gquinonne 

(Compound 248. structure 71 of Scheme XVIL where R^=R^H. R^strifluoromethvL 
R^=ethvl> Y=N^ This compound was obtained along with Compounds 247 and 249 as 
described above (EXAMPLE 147). Data for Compound 248: NMR (400 MHz. 
CDCI3) 7.56 (d, IH, y = 1.8, 5-H), 6.84 (s, IH, 7-H), 6.74 (s. IH. 10-H). 5.52 (s, IH, 3-H), 

15 4.47 (q, 2H, J = 7.0, CH3C/f20), 4.12 [br s, IH, (CH3)2CN/r|, 2.09 (d, 3H, 7 = 1.3, 4- 
Cff3). 1 -42 (t, 3H, J = 7.0, Cff3CH20), 1 .34 (s, 6H. 2-(Ciy3)2]. This product was readily 
convened to the 2-quinolone isomer Compound 247 by heating neat with 10 equivuiv p* 
chlorophenol at 1 80'C for 3 h, giving Compound 247 in >80% yield. 



(/?.5)-l,2,6.7-Tetrahvdro-6>hvdioxv-2.2.4-trimethvl-6-trifluo romethvl-8-nvri^ 
glquinoline (Compound 249. structure 69 of Scheme XVn. wh ere Rl=R2=rH- 
R^strifluoromethvL Y=sNH^ This compound was obtained along with Compounds 247 and 
248 as described above (EXAMPLE 147). Data for Compound 249: NMR (400 MHz, 
25 DMSO-d6) 10.16 (s, IH. CON^, 7.09 (s. IH, 5-H). 6.61 (s, IH. O^, 6.24 (s. IH. 10-H), 
6.01 [s, IH. (CH3)2CN^. 5.21 (s. IH, 3-H). 2.80 and 2.72 (ABq, 2H. JaB = 16.4, 7-H). 
1.86 (s, 3H, 4-C«3)* 119 and 1.17 [2s. 2 x 3H, 2-(C/f3)2]. This product was readily 
converted to the 2-quinolone isomer Compound 247 by heating to 60^C in benzene or 
toluene with a catalytic amount of />-TsOH for 2 h, giving Compound 247 in >95% yield. 



EXAMPLE 148 
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EXAMPLK ISO 

(Jg/y)-|.2.3.4-Tetrahvdro.2.2.4-triinethvl.6-trifl..nromethvl-»-nv T anonnr5>w 
fComPOund 2S0. structure <a of Scheme XVm where Rl=R2aH. R3gtrifl..^ y |^ |}|y|, 

(R/^ 1 .2.3.4-Tetrahvdro-2.2.4-trimethvl-7-r 1 l . l -trimethvl a cetoxvtoiitnn^ine rstnirt..^ 7 7 
Qf Si:heme XVm. where R»=H. Ps/-butvl. Y=n) In a diy r.b. Hask equivuipped with a 
magnetic stir bar was suspended l^-dihydro-2^.4-triniethyl-7-< 1.1,1 - 
trimethylacetoxy)quinoline (structure 67 of Scheme XVm. where R^sH. P^/-bu^I. Y=0: 
EXAMPLE 138) (1.01 g, 3.37 mmol) and 10% Pd/C (200 mg) in CH2CI2. The Hask was 
charged with H2 gas and allowed to react for 12h with constant stirring. The suspension was 
filtered though a bed of CeliteTM, washed with EtOAc (2 x 50 mL) and concentrated in 
vacuo to afford 996 mg (98%) of LR/Sy 1 ,2,3.4-tetrahydn>-2.2,4-trimethy l-7-( 1.1,1. 
trimethylacetoxy)quinoUnc as a light brownish-red solid. Data for (iV5)-1.2,3.4-tetrahydro- 
2A4-tinnethyl.7-(l.l,l.trimethylacetoxy)quinoIine: Ifl NMR (400 MHz, CDCI3) 7.10 
(dd, J = 8.5. 0.9. 1 H). 6.30 (dd. J = 8.4, 2.4. 1 H). 6.13 (d, 7 = 2.2. 1 H). 3.62 (br s, 1 H). 
2.87 (m. 1 H). 1.71 (dd.y= 13.5.4. 1 H). 1.41 (apparent t.y= 13. 1 H). 1.31 (m. lOH). 
1.22(5. 3 H), 1.16 (s. 3 H). 

(/yy>-|.23.4-Tetrahvdrc>-7-hvdroxv-2.2 4-tnmethvlfliitnn1in«. This compound was prepared 
20 as described above for 1.2-dihydro-7-hydn>xy.2,2.4-trimethylquinoline (EXAMPLE 138) 
from (/W5)-lA3.4-tetrahydio-2,2.4-trimethyl-7^1.1.1-tTimethylacetoxy)quinoline (230 mg. 
0.845 mmol) to afford (/««)- U.3.4-tetrahydro-7-hydn>xy-2.2.4-trimethyIquinolinc. which 
was used in the following reaction without further purification. 

^ (^fy)-1.2,3,4-Tetrahvdro-2.2.4-triniethvl-6-trifluorot n ethvl-8-Dvranonor5.6-p1q iiinnlir|«. 
(CpmPOund 250 structure 63 of Scheme XVni. where r1=r2=H. R3gtrif1unromyf^Y' , 
^feQl This compound was prepared by General Method 9 (EXAMPLE 238) from crude 
(W5)-1.2,3,4-tetrahydn>-7-hydn)xy-2,2.4-trimcthyIquinoline and ethyl 4,4,4- 
trifluoroacetoacetate (310 n^, 1.69 mmol. 2 equivuiv) to afford 160 mg (61% overall) of 

30 Compound 250 as a yellow solid. Data for Compound 250: Rf 0.4 (hex/EtOAc. 3: 1 ); 1h 
NMR (400 MHz. CDO3) 7.41 (s. 1 H). 6.37 (s. 1 H), 6.33 (s. 1 H), 4.46 (s. 1 H), 2.92 (m. 1 
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H). 1.80(dd,y= 13. 5A 1 H). 1.42(dd./= 13, 13, 1 H). 1.38 (d.y= 6.a3H), 1.31 (s,3 
H), 1.25 (S.3H). 

EXAMPLE ISl 

5 l,2-Dihvdix>2a,4-triinethvl-6-trifluoromethvl> 8-thiopvranonor5.6-g1quinoHn (Cnmp nu^A 
251, structure 58 of Sche me XVL where r1=r2=h. R^^trinuoromethvl. Y=Q^ Inadiy 
pressure tube equivuipped with a magnetic stir bar was dissolved Compound 238 
(EXAMPLE 138) (50 mg, 0. 159 mmol) and Lawesson's reagent (320 mg, 0.79 mmol, 5 
equivuiv) in 15 mL toluene. The resulting solution was heated at 100°C for 20 h. The cooled 
10 solution was concentrated on Celite ™ to give a free flowing powder which was purified by 
flash column chromotography (silica gel, hexanes/EtOAc, 5: 1 ) to give 40 mg (78%) of 
Compound 251 as a bright red solid. Data for Compound 251: Rf 0.36 (silica gel, 
hex/EtOAc. 3: 1 ); Ifl NMR (400 MHz. acetone-d6) 7.25 (s, 1 H,), 4.03 (s, 1 H), 6.89 (br s, 1 
H), 6.53 (s, I H). 5.62 <s, I H), 2.77 (d. 7 = 1.1.3 H). 1.39 (s, 6 H). 

15 

EXAMPLE 1S2 

(/?/^l,?3,4>Tefrahvdro-2.2.4-trimethvl.6.triflunromethvl-R.th k yiw 

(CopTppund 252, smictnre 76 of Scheme XIX. whi>r« r1=r2=h. R3^flaoromethvl V^p^ 
In a diy jmssure tube equivuipped with a magnetic stir bar was dissolved Compound 250 

20 (EXAMPLE 1 50) (26 mg, 0.0836 mmol) and Lawesson's reagent (60 mg, 0.41 mmol, 5 

equivuiv) in 15 mL toluene. The resulting solution was heated at 10(y*C for 20 h. The cooled 
soluuon was concentrated on Celite™ to give a free flowing powder which was purified by 
flash column chromotography (silica gel, hexanes/EtOAc. 5:1) to afford 19.2 mg (71%) of 
Compound 252 as a bright orange solid. Data for Compound 252: Rf 0.37 (silica gel, 

25 hex/EtOAc, 3: 1 ); 1h NMR (400 MHz, CDCI3) 7.43 (s. 1 H), 7. 1 6 (s, 1 H), 6.45 (s, 1 H), 
4.59 (brs. 1 H),2.93(m. 1 H), 1.82(dd. J= 13,5.1, 1 H), 1.45(appt.y= 13, 1 H), 1.39 
(d. y = 6.6. 3 H). 1.34 (s, 3 H), 1.27 (s, 3 H). 
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EXAMPrF, 1^^ 

6^lprofdifl..oro)w t hYl-l 7. dibY<lTXv2.7 4.trinirfhvl.«.nv»n»^r^ ^ rTrf"lmr 

where R lgR2g|^ ^ 

R3=chlomHifl.mmp,ethvl V=n) 
5 This compound was prepared by General Method 9 (EXAMPLE 238) from U-dihydn>-7. 
hydn)xy-2^.4-trimethyIquinoline (EXAMPLE 138) (71 mg. 0.37 mmol) and methyl 4- 
chloro-».4-difluoroacetoacetate (150 mg. 1 .62 mmol. 2.2 equivuiv) to affoid 17.6 mg (15 
%) of Compound 253 as a light yellow solid. Data for Compound 253: R, 0.35 
(hex/EtOAc. 3: 1); Ifl NMR (400 MHz. CDCI3) 7.40 (s. 1 H). 6.33 (s. 1 H). 6.31 (s. 1 H) 
10 5.41 (s, 1 H). 4.42 (br s, 1 H). 2.02 (s, 3 H). 1.36 (s. 6 H). 

EXAMPLE IjM 

2-AcetY|-1 . 2-dihYf1rr>-? ? ^ •trimgthvl^.trifH.orDTnethvt.R.p vr.H onor5.6.al^ „in»i;^. 
£ CpTnpoun<|;.S4 stnirtlirrS9of.Sch.m.Yvi whemRl=lt^=H R3=trif1„» 

Toan oven-dried 10-na.r.b.nask containing Compound 247 (15 mg. 0.049 mmol) in 1 mL 
dichloromcdiane at rt was added acetic anhydride (0.10 mL. xs) and 4-iV.A^- 
dimethylaminopyridine (6.5 mg. 0.054 mmol. 1.1 equivuiv). and the mixture was stin«l 10 
nun. Dichloromethane (20 mL) was added, and the solution was washed with IM pH 7 

20 Pot^i'"nphosphatebuffer.dried(Na2S04).andconce„tratedunderreducedpressure. 
Purification by flash column chromatography (silica gel. hexancs/cthyl acetate, gradient 
clution) afforded 16 mg (92%) of Compound 254 as a yellow oily solid. Data for 
Compound 254: 1h NMR (400 MHz, CDCI3) 7.66 (s. IH. 5-H). 7.08 (s. IH. 7-H). 6.83 (s 
IH. 10-H). 5.63 (s, IH. 3-H). 4.31 [br s. IH. (CH3)2CN«]. 2.38 (s. 3H. CH3CON), 2 12 (s 

25 3H.4-C//3). 1.48[s.6H,2-(CW3)2]. 

EXAMPLE 

l^-l>ihy<1rP-7 ? 4 IO-TfrninethYl-6-trifl,.orT>m^thvl.8.nvriH»nnrs ^^V i u inolin. rr»^, ^ 

g5. ^nigBTP P7 9f .Srhme X Vn . wherp R ' =m cthvl r2=h p3^fl„o^„,,,hY . v-^m^ 
^ ^^P"-ByfYlfF7tyrartWITlovl-2-nitn>toluene rsfn.c-.^ of Schema wn. whc». R l=rry .ft.yi 
P^-fatYloxyr«rix>nl Y ^ ^m) TTiis intermediate was prepared from 2-methyl-3-nitroaniline 
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(5.00 32.8 mmol) by General Method 10 (EXAMPLE147), affording 7.44 g (90%) of 6- 
rerr-butyloxycarbainoyl-2-nitrotoluene as an off-white solid. Data for 
butyloxycarbamoyl-2-nitrotoluene: NMR (4(X) MHz, CDCI3) 7.98 (brd. 8.0, IH, 
5-H), 7.51 (br d, y = 8.U IH. 3-H), 7.28 (dd. J = 7.6. 3.4, IH, 4-H). 6.58 (br s, IH, N#), 
5 2.34 (s, 3H, I-C//3). 1.53 [s, 9H. (CW3)3CO)]. 

2-Amino-6-/grf-butvloxvcarbamovltoluene (strocture 66 of Scheme XVII. where 
R^=inethvL PsNbutvl oxvcarbonL Y=NH) This compound was prepared from 6-/crf- 
butyloxycarbamoyi-2-nitrotoluene (4.60 g, 18.2 mmol) in a manner similar to that described 
10 for 3-rerr-butyloxycarbamoylaniHne (EXAMPLE 147), affording 4.00 g (99%) of 2-amino- 
6*/m-butyloxycarbamoyltoIuene as a colorless oil. Data for 2-amino-6-rerr- 
butyloxycarbamoyltoluene: NMR (400 MHz, CDCI3) 7.04 (br d of ABq, JaB = 8.0, 
/A = 0, Jb = 7.9, 2H, 5,4-H), 6.49 (d, J = 8.3, IH. 3-H). 6.26 (br s, IH, N«), 3.61 (br s, 2H, 
N/f2), 2.02 (s, 3H. l-CH^), 1.51 [s, 9H, (CH3)3CO)]. 

15 

7-fgrr-Butvloxvc arbamovl-1.2>dihvdro>2.2.4.8>tetramethv]Quinoline (structure 67 of Scheme 
XVn, where Rlrrmethvl. PgNbutvloxvcaibonl. Y=Nm This compound was prepared from 
2-amino-6-rm-butyIoxycarfoamoyltoluene (4.00 g, 18.0 mmol) according to General 
Method 1 1 (EXAMPLE 147), affording 4.56 g (84%) of 7-/m-buty]oxycarbamoy 1-1,2- 
20 dihydro-2,2,4,8-tetramethylquinoline as a white solid. Data for 7-rerr-butyloxycarbamoyl- 
l,2-dihydro-2^,4,8-tetramethylquinoline: NMR (400 MHz, CDCI3) 6.94 and 6.88 (br 
ABq. Jab = 8.3, 2H. 6,5-H), 6.16 (br s, IH, WNBoc), 5.27 (s, IH. 3-H), 3.61 (br s. IH. 
(CH3)2CN/in) 2.04 (s. 3a 8-Cff3). 1-97 (s. 3H, 4-CH3). 1-50 (s. 9H, (Cif3)3CO)]). 1.28 (s, 
6H.2-(C«3)2). 

25 

7-Amino> 1 .2-dihvdrO'2.2,4.8-tetramethylquinoline This compound was prepared by 
General Method 12 (EXAMPLE 147) from 7-/erf-butyloxycarbamoyM,2-dihydro-2,2,4,8- 
tetramethylquinoline (400 mg, 1.32 mmol) affording 267 mg (quant) of 7-amino-l,2- 
dihydn>2.2.4.8*tetramethylquinoline as a light reddish oil. Data for 7-anuno-l,2-dihydro- 
30 2,2.4.8-tetramethylquinoiine: NMR (400 MHz, CX>Cl3) 6.82 (d, J » 8.2. IH, 5-H), 
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6.08(d.J = 8.1. 1H.6-H).5.15(d.y= 1.2. IH. 3-H). 3.56 (brs. 3H. N/0. 1.95(d.y 
1.2, 3H. 4-Cff3). 1.91 (s. 3H, H-CHs), 127 [s, 6H, 2-(Cff3)2l. 



1 3-PlhY<<ro-2.2.4, IO-trirainethvl-6-trinuoroinethvl-8.nvr;H o nor5.6.plT .in^l ^pe rCoTnp n...^rf 
^ ^5. !?tivcture 57 of Scheme XVH. whera R l^methvl. r2=h , B 3 :^fi»»^n.^y , y-]^ 
This compound was prepared by General Method 13 (EXAMPLE 147) from 7-amino-U- 
dihydro-2.2.4.8-tctramethylquinolinc (100 mg, 0.49 mmol) and ethyl 4.4.4- 
trifluoroacctoacetate (107 mL, 0.73 mmol, 1 .5 equivuiv) affoidmg 75 mg (47%) of 
Compound 255 as a fluorescent-yellow solid. Data for Compound 255: 1hNMR(400 
10 MHz, CDCI3) 9.23 (br s, IH, CON«). 7.37 (s. IH. 5-H), 6.67 (s. IH. 7-H). 5.45 (s. IH. 3- 
H). 4.14 [br s. IH. (CH3)2CN«1. 2.12 (s. 3H. 10-0/3). 2.04 (d. J = 1.1. 3H. 4-Cff3), 1.37 
[s.6H.2-(C«3)2]. 

EXAMPLE 156 

^^-P'hY<ln^2.2.4-triniethv1-6-flJ.2 2 9.p ^n tafluornethvn-K .DvranonofSfi-pl q..;n»i;». 
fCompountf ?56 . mm^rr S7 of Scheme XVn. whef« R 1=p2 ^ h. R3=n«nf»nno,».>i^y| 
This compound was prepared by General Method 9 (EXAMPLE 238) from 1,2- 
dihydro-7-hydroxy-2A4-trimediylquinoline (EXAMPLE 138) (67 mg, 035 mmol) and 
ethyl 4,445.5,5- pentafluoropropionylacetate (179 mg, 0.76 mmol. 2.2 equivuiv) to affortl 
10 1 1.8 mg (10 %) of Compound 256 as a light yellow solid. Data for Compound 256: 

NMR (400 MHz, CDCI3) 7.31 (s. I H). 635 (s, 1 H), 6.33 (s. 1 H). 5.40 (5. 1 H). 4.54 (s. 1 
H), 1.99(d,y= 1.1. 3 H), 1.35 (8,6 H). 



EXAMPLE Iffy 

fiyy>-6-Chloro(dinuoro>methv>-1.2.3.4-t^f r ahvditv2.2.4-trimethvl-8-p vranf>nnfs,R. 
glqujnglipe (Compound 257. structure 63 of Sehcme XVni wh^re r1=r2-h , 
R^=<:hlorpdifluoTomffthYl , YaO) This compound was prepared by General Method 9 
(EXAMPLE 238) from (JVS)-1.23.4-tetrahydro-7-hydioxy-2.2.4-trimethylquinoline 
(EXAMPLE 150) (57 mg, 0.29 mmol) and methyl 4-ch]oro-4.4-difluoroacetoacetate (120 
mg. 0.645 mmol. 2.2 equivuiv) to afford 35.6 mg (38 %) of Compound 257 as a light yellow 
solid. Data for Cbmpound 257: Rf 0.37 (hex/EtOAc, 3:1); 1h NMR (400 MHz. CDCI3) 
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7.55 (s, 1 H). 6.36 (s. 1 H). 6.32 (s, 1 H), 4.53 (br s, 1 H), 2.95 (m. 1 H ). 1 .80 (ddd, 7=13, 
5.1, 1.5, 1 H), 1.45 (apparent t, 7 « 13. 1 H). 139 (d, J * 6.7, 3 H), 1.32 (s, 3 H), 1.27 (s, 3 
H). 

EXAMPLE 1S8 

3 7-C:hloro-L2-dihvdro-2^.4»trimethvl-6-trifluoroinet hvl-8-^^^ 

(Compound 258, structure 57 of Scheme XVIL where rUh. r2 ^i. R3^rifl»nmii.#.fi^Y V 
Y=0) This compound was prepared by General Method 9 (EXAMPLE 238) from 1,2- 
dihydro-7.hydroxy-2,2,4-trimethylquinoJine (EXAMPLE 138) (78 mg, 0.41 mmol) and 
ethyl 2-chlorcH4,4,4-trifluoroacetoacetate (195 mg, 0.898 mmoK 2.2 equivuiv) to afford 7.2 
10 mg (6%) of Compound 258 as a red solid. Data for Compound 258: Rf 0.33 (hex/EtOAc, 
3: 1 ); 1h NMR (400 MHz. CDCIs) 7.37 (s, 1 H). 6.32 (s, 1 H), 5.42 (s, 1 H), 4.54 (br s, 1 
H), 2.01 (d, J = 1.0, 3 H), 1.31 (s, 6 H). 

EXAMPLE 159 

^5 (»y)-7-Chloro- 1 >2.3,4-tetrahvdro- 2,2.4-trimethvl>6-trifluoromethvl>8-pvranonof 5.6- 
glquinoline fComnound 259. structure 63 of Sc heme XVm, where r1=:H n2^l 
R^strifluoromethvL YsQ^ This compound was prepared by Cieneral Method 9 (EXAMPLE 
238) from (iZ/5)-l,2,3,4-tetrahydro-7-hydroxy*2,2,4-trimed)ylquinoline (EXAMPLE 150) 
(57 mg 0.29 mmol) and ethyl 2-chloio-4,4,4-trifluoroacetoacetate (140 mg, 0.645 mmol, 2.2 

20 equivuiv) to afford 6.8 mg (7%) of Compound 259 as a yellow solid. Data for Compound 
259: Rf 0.35 (hcx/EtOAc, 3: 1 ); Ifl NMR (400 MHz, CDCI3) 7^3 (s, 1 H), 6.32 (s, 1 H), 
4.51 (br s, 1 H), 2.93 (m, 1 H), 1.81 (dd, J = 13, 3.7. 1 H), 1.44 (apparent t, / = 13. 3 H), 
131 (s,3H), 1.25 (s,3H). 



25 EXAMPLE 160 

(R/Sh I ;2.3>4>Tetrahvdro-2.2.4-trimethvl>6-trifluon>meth vN8-Dvridonor5.6-glQuinoli 
(Compound 260. structure 63 of Scheme XVni. where R lrzR2=:H. R3=trifluommi.f hvl 

(/t<SV7-rerr.Butvloxvcarfaamovl-1.2.3.4-te trahvdro-2.2,4-trimethvlquinoHn (structure 72 of 
30 Scheme XVm. where r1=H. P^f-butv loxvcaifaonvl. Y=NW To an ovenKiried 100 mL 
round-bottomed flask containing 7-/eft-butyloxycarbamoyl-1.2-dihydro-2,2,4- 



wo 96/I94S8 



PCr/US95/l<096 



191 



IS 



trimethylquinoline (EXAMPLE 147) (200 mg. 0.69 mmo]) in 50 mL 2:1 ethyl 
acetate/ethanol at rt was added 10% Pd on C (approx 1 niol%). and the mixture was stinrd 
under an atmosphere of H2 for 4 h. The reaction mixture was then filtered, and 
concentrated under diminished pressure to give 201 mg (quant) of 1-tert- 
5 butyloxycaibamoyl-U.3.4-tetrahydro-2A4-trimethylquinoline as a white oily solid. Data 
for («^7-tert-butyloxycarbamoyl-U3.4-tetrahydro-2.2.4-triniethylquinoIine: IhNMR 
(400 MHz. CDCI3) 7.02 (d. J = 8.7. IH. 5-H). 6.73 (br s. IH, flNBoc), 6.39 (dd. J = 8.3. 
2-2. IH. 6-H). 6.29 (br s. IH. 8-H). 3.62 (br s, IH. Nfl). 2.85 (ddq. J = 12.5. 12.3. 6.4. IH. 
4-H). 1.70 and 1.39 [d of ABq. /aB = 12.8. Jj, = 5.5 Hz (3-Hequiv). = 12.6 Hz (3- 
10 Hax)2Hl. 1.49 [s. 9H. (C«3)3CO)J. 1.29 (d. 7 = 6.7. 3H. 4^3). 1 .21 (s. 3H. 2-CH,). 1-14 
(s, 3H. 2-CH3). 

f^7-Ainin<>-1 . 2.3.4-tctrahvdro.2JZ.4-frinv.fhY iqi»»»»». This compound was prepared 
by General Method 12 (EXAMPLE 147) frem 7-rm-butyloxycarbamoyI-1.23.4-tetrahydn,. 
2A4-trimethylquinoline (150 mg. 0.51 mmol) to affoid 98 mg (quant) of (JWS)-7-amino- 
1 A3.4-ietnihydro-2.2.4-trimethylquinoline as a light reddish oil. Data for 7.amino-I.23.4- 
tetiahydn>-2A4-trimed»ylquinoline: iH NMR (400 MHz. CDCls) 6.92 (dd. J = 8.0. a8. 
IH. 5-H), 6.02 (dd. 7=8.2.2.3. IH. 6.H), 5.77 (d.y = 2J. IH. 8-H). 3.39 (brs.3H.Nff2. 
Nff).2.81 (ddq.y= 12.6. 12.3.6.4. 1H.4-H). 1.68 and 138 [dof ABq.JAB = 12.8. /a = 
5.5 Hz (3-Hequiv). /B = 12.5 Hz (3-Hax)2HJ. 1.26 (d. J = 6.7. 3H. 4-Cff3). 1.19 (s. 3H 2- 
CH3). 1.14(s.3H,2-CH3). 

J^.3,4-Tptrahydn>-7 ,?, 4-tpmgthvl-6-tTiflnoromethvl-R.pY r idonnf5fi.y1q ...n»i^,w> 
(Compound 260, ,tn.rn.rr 63 of Sch.^.YVm wheniRl=R2=H R3^rifl„omn,.| hyi 
IsIflD This compound was prepared by General Method 13 (EXAMPLE 147) from (/MS)- 
7-amino-1.2A4-tetrahydro-2.2.4-trimcthylquinoline (98 mg. 0.51 mmol) and ethyl 4.4.4- 
trifluoroacetoacetate (82 mL. 0.56 mmol. 1.1 equivuiv) to afford 66 mg (42%) of 
Compound 260 as a fluorescent-yellow solid. Data for Compound 260: Ifl NMR (400 
MHz. CDa3) 1132 (br s. IH. CONH). 7.50 (s. IH. 5-H). 6.64 (s. IH. 7-H). 6.41 (s. IH. 
10-H).435[brs. IH.(CH3)2CNffJ.2.91 (ddq,y= 12.6. 12.4.6.3. IH.4-H). 1.76 and 1.41 
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[d of ABq, Jab = 12.8. Ja = 5.5 Hz (3-Hequiv). Jb = 12.4 Hz (3.Hax)2H]. 1 .37 (d. J = 
6.8. 3H, 4-Ctf3). 1.22 (s. 3H. 2-CH3), 1.18 (s, 3H. 2-CH3). 



EXAMPLE 161 

5 1 ^■Dihvdm-2.2 A9-tetramethvl-6-trifluoromethvl-8>DV^ (Cotnoound 
261. structure 57 of Scheme XVI. where r1=r2=H, R3gtrifluorDinethvL R4=methvn 
To an oven-dried 50-mL r.b. flask containing Compound 247 (500.0 mg, 1.62 mmol) in 5 
mL THF at O^C was added portion-wise sodium hydride (71.4 mg of a 60% dispersion in 
mineral oi), 1.78 mmol, l.lOequivuiv). After 30 min, iodomethane (101 mL, 1.62 nunol, 

10 1 .(X) equi vuiv) was added, and the mixture was allowed to warm to rt, and after 4 h, the 

reaction mixture was cooled to O^'C, and water (5 mL) was added. The reaction mixture was 
then diluted with 100 mL ethyl acetate, and the organic solution was washed with 50 mL 
brine, dried (Na2S04), and concentrated under reduced pressure. Purification by flash 
column chromatogrsq>hy (silica gel, hexanes/ethyl acetate, gradient elution) a^orded 497 mg 

15 (9S%)of Compound 261 as a bright fluorescent-yellow solid. Data for Compound 261: 

NMR (400 MHz. CDCI3) 7.41 (d, i = 1.7, IH, 5-H), 6.73 (s, IH, 7-H), 6.28 (s, IH, 10-H). 
5.42 (s, IH, 3.H), 4.36 [br s, IH. (CH3)2CN«], 3.62 (s, 3H, NC«3). 2.04 (d, 7 = 1.2, 3H, 4- 
Cff3). 1 .33 Is, 6H, 2-(Cff3)2l. 



20 EXAMPLE 162 

l^-Dihvdro-2.2.4-trimethvl-8-trifluoromethvl-6-Pvridonor5-6-glquinoline fCompound 262. 
structure 70 of Scheme XVn. where r1=r2=H. R3=trifluo romethvL Y=NH> An 
alternative procedure for the Knorr reaction combined 7-amino>l,2-dihydro-2.2,4- 
trimethylquinoline (EXAMPLE 147) (131 mg, 0.70 mmol) and ethyl 4,4,4- 

25 trifluoroacetoacetate (154 mL, 1.05 mmol, L5 equi vuiv) with 0.5 mL polyphosphoric acid 
(PPA) in a 10-mL r.b. flask and the mixture was heated to 100**C for 2 h. The cooled 
reaction mixture was diluted with 140 mL ethyl acetate, and the solution was washed with 
mutralized to pH 8 with 50 mL sat*d aqueous NaHCOs. The layers were separated, and the 
organic phase was washed with 50 mL brine, dried (Na2S04), and concentrated under 

30 reduced pressure. Purification by flash colunui chromatography (silica gel, hexanes/ethyl 
acetate, gradient elution) afforded 79 mg (37%) of Compound 247 along with 8 mg (4%) of 
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Compound 262 as a fhiorescent-yeUow solid. Etata for CompoDnd 262: 1hNMR(400 
MHz, CDCI3) 10.50 (br s. IH. C=CCF3N/0. 733 (s. IH. 5-H). 6.62 (s. IH. 7-H). 6.17 (s. 
IH. lO-H). 5.33 (s. IH. 3-H), 4.21 [br s, IH. (CH3)2CNflJ. 2.04 (s. 3H. 4^3), 1.36 [s. 
6H.2-(Cff3)2). 

EXAMPLKIfi^ 

^fDiphloro(ethoxY)iDrthvn- 1 .2-dihvdr<v2.2.4-trinH>rhvl -8-Dvntnnnors fi-glouinnlin.. 
rCompoiinH ctnicture 57 o f Scheme XVjH. whena R lal^2-H , 
R3=dichlomfath oxv^methvl YaO^ 

This compound was prepared by General Method 9 (EXAMPLE 238) from U-dihydro-?- 
hydroxy-2^.4-trimeihylquinoline (EXAMPLE 138) (67 mg. 0.35 mmol) and ethyl 4.4,4- 
trichloroacetoacetate (179 mg. 0.77 mmol, 2.2 equivuiv) to afford 30 mg (24%) of 
Compound 263 as a light orange solid. Data for Compound 263: Rf 0.28 (hex/EtOAc. 
3:l);lHNMR(400MH2.CDa3)7.97(s, 1 H),6.51 (s, 1 H).6.32(s. 1 H).4.42(q.y = 
15 7.2. 2 H). 2.92 (m. 1 H). 1.79(dd.y= 13.5.1, 1 H), 1.40(m.4H). 1.38 (d.J= 6.6.3H), 
130(s.3H). 1.25(s.3H). 

EXAMPLE 

5-f3-FMryl)-l , g-dihyrtrr>.?,2.4-trimethvl-8.nvrannnnrs fi-f,7 , ^inoline (rnmp ^,r^^ 

20 Structure 57 of Scheme Wn where Rl«R2=HR3=3-fi.rvl V=f^> 

This compound was prepared by General Method 9 (EXAMPLE 238) from 1.2-dihydro-7- 
hydroxy-2,2.4-trimethylquinoline (EXAMPLE 138) (120 mg. 0.62 mmol) and ethyl ft^xo- 
3-furanpropionate (227 mg. 1 .25 mmol. 2 equivuiv) to afford 6.4 mg (3%) of Compound 
264 as a light yellow solid. Data for Compound 264: R, 0.30 (hex/EtOAc. 3: 1); NMR 

25 (400 MHz, CDCI3) 7.76 (s. 1 H), 7.76 (dd, 7 = 3.5, 1.8. 1 H). 7.34 (s. 1 H), 6. 66 (d. 7 = 
1.7. 1 H), 6.35 (s. 1 H). 6.06 (s. 1 H). 5.36 (s. 1 H). 4.34 (s. 1 H). 1.95 (d. 7 = 1.1. 3 H), 
1.34 (s. 6 H). 



EXAMPI.F. 1<K 

l^-DihYdn^U.2.4-tetniTnethvl.^S.triniinitimethvl.«.pvr a nonof5.6-Plqum 

36?. SffWcture 60 of Scheme XVI. whem R l= r R2-R5^H R3=trifluomm^thvl v=^> 
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In a dry r.b. flask equivuipped with a magnetic stir bar was dissolved Compound 238 (50 
mg« 0.162 mmol) and paraformaldehyde (48 mg» 1.62 mmol, 10 equivuiv) in glacial acetic 
acid (10 mL). To this bright yellow solution was added NaCNBHs (50 mg, 0.81 mmol, 5 
equivuiv). The solution stirred for 1 8 h under an atmosphere of N2. In a separate flask was 
5 prepared a suspension of 100 g ice and 20 mL of 20% NaOH(aq). The reaction mixture was 
slowly poured over the NaOH solution, extracted with EtOAc (3 x 50 mL), washed with 
brine, dried (Na2S04) and concentrated in vacuo to afford 50.6 mg (97%) of Compound 
265 as a bright yellow solid. Data for Compound 265: Rf 0.39 (hexyEtOAc, 3:1); 
NMR (400 MHz, C:DCl3) 7.20 (d, 7 = 1 .8, 1 H), 6.36 (s, 2 H), 5.36 (d, 7 = 1 .0, 1 H), 2.88 
10 (s, 3 H), 2.00 (d, J = 1.1,3 H), 1.39 (s, 6 H). 

EXAMPLE 166 

1 ,2'Pihydn>-6-trifluoromethvN2.2.4^trimethvl .9>thiopvran.8-onor5.6>Pl guinolinft 
(Compound 266, structure 57 of S cheme XVIL where r1=r2=h. R3=trifluoromethvL 
15 Y=S^ 

3-Amino-^-Nbutvloxvcarbo nvl thiophenol (structure 66 of Scheme XVII. where R^gH, 
P^-butvloxvcarbonvl. Y=S^ To a solution of 3-aminothiophenol (500 mg, 4.0 mmol) and 
di-r-butyl dicarbonate (872 mg, 4.0 nunol) in 10 mL of dry dichloromethane at 0**C was 
added dropwise, triethylamine (557 mL, 4.0 mmol). When the addition was complete, tfie 

20 reaction was allowed to warm to rt and the resulting mixture was stirred for 1 6 h. The 

reaction mixture was concentrated in vacuo and the residue was then diluted with 20 mL of 
ethyl acetate and washed with water (2x10 mL), dried (Na2S04) and concentrated in vacuo 
to an oil that was subjected to flash chromatography (silica gel, hexanes/ethyl acetate, 7:3) 
which gave 274 mg (30%) of 3-amino-iS-r-butyloxycarbonyl thiophenol as a clear oil. Data 

25 for 3-amino-5-/-butyloxycarbonyl thiophenol: NMR (400 MHz, CDCI3) 7.12 (apparent 
t, J = 8.2, IH), 6.90 (d, / = 8.2, IH), 6.84 (d, J = 2.2, IH), 6.68 (dd, J = 8.2, 2.2, IH), 
3.68 (br s, 2H), 1 .56 (s. 9H). 



7>r»Butvloxvcarbonvl thio-1.2-dihvdn)-2^.4-trimethvlquinoline f structure 67 of Scheme 
XVn. where R^=H. P^f-butvloxvc arbonvL Y^S^ This compound was prepared by General 
Method 13 (EXAMPLE 147) from 3-amino-S-f-butyloxycarbonyl thiophenol (274 mg, 1.2 
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mmol) to afford 148 mg (40%) of 7-/-butyloxycarbonylthio-U-dihydio-2^.4. 
trimcthylquinoline as a yellowish oil. Data for 7-/.btttyloxycaibonylthio-U^ihydn>-2^.4- 
trimethylquinoKne: NMR (400 MHz. CDCI3) 7.02 (d. 7 = 7.9. IH). 6.74 (dd. 7 = 7.9. 
1.6. lH).6J7(d,y= 1.6. 1H).5.31 (s, IH). 3.73 (br s. IH). 1.95 (s.3H). 1.50 (s.9H). 1^26 
(S.6H). 

U-PjhYdrn-^trifluommrthvl-2.2.4.trimrthvl.9.th.npvra n .8-onor5<wy] q;|ffnir^ 
(CoTnpound 266. structure .S7 of Sch^v^ YVn . where R 1=1?2=h. R3=rrifln»».»^KYi 

Trifluoroacetic acid (744 mL. 0.0096 mol) was added all at once via a syringe to a 
solution of 7-r-butyloxycarbonylthio-1.2-dihydro-2.2,4-trimethylquinoline (0. 14 g) in 1 mL 
of dry dichloromethane at 0 "C. After 10 min die ice bath was removed and die mixture 
was allowed to stir at it for 45 minutes. It was Uien cooled to 0 "C and neutralized with 
sat'd NaHCOs. extracted witf, dichloromethane (3x10 mL). The combined organic phases 
were washed with water (10 mL). dried (Na2S04) and concentrated in vacuo to a crude 
product (50 mg) that was used directly in die next step. A solution of die crade material 
obtained above (50 mg) and zinc chloride (1 00 mg. 0.724 mmol) in 0.5 mL of absolute 
edianol was heated in a sealed tube for 16 h at 80 »C. The reaction was quenched wid. sat'd 
NH4a (2 mL) and extracted wiUi ediyl acetate (2x5 mL). dried (Na2S04) and 
concentrated in vacuo to an orange solid residue diat was subjected to flash 
chromatography (silica gel. hexanes/ediyl acetate. 7:3). followed by preparative TLC (500 
Mm. hcxanes/cdiyl acetate. 7:3) to afford 2.2 mg (3%) of Compound 266 as a yellow oil. 
Data for Compound 266: Ifl NMR (400 MHz. CDCI3) 7.54 (s. IH). 6.62 (s. IH). 6.43 (s. 
IH). 5.44 (s. IH). 4.32 (br s. IH). 2.03 (s. 3H), 1.29 (s, 6H). 



EXAMPLR 167 

l . 2-Dihydnv| , ? 7, 4 9-prntamethvl-6-trinuortMiiefhvl.«.p v ridonor5YUp1q ..;no;,>> 
(CompoHTid 267 ^mirnirr 60 of Scheme XVI. whem R 1=p2^ r 5=h. R3^rif,„^ ^^^^y, 
YgN-methyf) 

To a 25-mLr.b. flask containing Compound 247 (EXAMPLE 147) (125.8 mg. 0.41 mmol) 
30 in 5 mL DMF at rt was added 200 mg (approx 10 equivuiv) solid KOH. After 30 min. 
iodomediane (129 ML. 2.04 mmol. 5.0equivuiv) was dien added, and die mixture was 



wo 96/19458 



PCT/CJS95/16096 



196 

allowed to stir at it overnight Ethyl acetate (50 mL) was then added, die biphasic mixture 
was neutralized to pH 6 with sat*d aqueous NH4CI, and the layers were separated. The 
organic phase was washed with brine, dried over Na2S04, and concentrated under reduced 
pressure. Purification by flash column chromatogr^hy (silica gel, hexanes/ethyl acetate, 
S gradient elution) afforded 1 1 1 mg (8 1 %) of Compound 267 as a bright fluorescent-yellow 
solid. Data for Compound 267: NMR (400 MHz, CDCI3) 7.37 (5, IH, 5-H), 6.74 (s, 
IH, 7-H), 6.21 (s, IH, lO-H). 5.38 (s. IH, 3-H), 3.69 [s, 3H, CONCffaJ, 2.94 [s, 3H, 
(CH3)2CNCH3]» 2.03 (s, 3H, 4-CH3), 140 [s, 6H, 2-(C#3)2l. 

10 EXAMPLE 168 

7-Chloro- 1 .2'dihvdrD-2.2.4-trimethvN6-trifluoromethvl-8-pvridonor5,6-glquinoline 
(Compound 268. s tructure 57 of Scheme XVn. where R^=H. r2=C1. R3=trifluoromethvL 
Y=NH) 

This compound was prepared by General Method 13 (EXAMPLE 147) from 7-amino-l,2- 
15 dihydro-2,2,4-trimethylquinoline (EXAMPLE 147) (64 mg, 0.34 mmol) and ethyl 2-chlorx>- 
4,4,4-trifluoroacetoacetate (147 mg, 0.68 mmol, 2.0 cquivuiv) to afford 36 mg (31 %) of 
Compound 268 as a fluorescent-yellow solid. Data for Compound 268: NMR (400 
MHz, CDCI3) 7.52 (s. IH, 5-H), 6.31 (s, IH. 10-H). 5.43 (s, IH, 3-H), 4.47 [br s. IH. 
(CH3)2CN^, 2.03 (s, 3H, 4-C/f3), 1.33 [s, 6H, 2-(CW3)2l. 

20 

EXAMPLE 169 

6<3iloro(difluoro^methvl-1.2-dihvdn>-2.2.4-trimethv]-8-pvridonor5.6-glQuinoline 
(Compound 269. stnicmre 57 of Scheme XVH. where Rl=R2gH. 
R3=rchlorofdifluoroinethvn. Y=Nm 

25 This compound was prepared by General Method 13 (EXAMPLE 147) from 7-amina-l ,2- 
dihydro-2,2.4-trimethylquinoline (EXAMPLE 147) (60 mg, 0.33 mmol) and methyl 4- 
chloro-4,4-difluoroacetoacetate (92 mg, 0.49 mmol, 1.5 equivuiv) to afford 17 mg (16%) of 
Compound 269 as a fluorescent-yellow solid. Data for Compound 269: ^H NMR (400 
MHz, CDCI3) 12.50 (br s. IH, CONH), 7.52 (s, IH, 5.H), 6.62 (s, IH, 7-H), 6.39 (s, IH. 

30 10-H), 5.42 (s. IH, 3-H), 4.48 [br s, IH, (CH3)2CN«1, 2.04 (d, J = 1.0, 3H, 4-C/f3), 1.31 
[s.6H,2-(Cff3)2l. 
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EXAMPf.R17n 

8-<^»W-|.2-(lihY<lr(>-?,2 , 4-trinyibY|indenor3.2-<rln,rino^ frn^ ,.A rro. stnuru,^ ^ 
Sch^m^ IV. where r2-4. r6 = h. R5^„n» y^^^ 

To a 25-inL r.b. flask equivuipped with a magnetic stir bar were added Compound 117 
(104.7 mg. 0.40 mmol). DMF (1.5 mL). pyridine (0.16 mL). and copper (1) cyanide (43.2 
mg, 0.48 mmol). A reflux condenser was attached to the flask. TTie green cloudy mixture 
was stirred at reflux for 3 hours, and allowed to cool to n>om temperature. TTie reaction 
mixture was diluted with ether (30 mL) which formed a precipitate in d>e dark solution. 
The precipitote was gravity filtered through Celite. The filtrate was rinsed three times with 
ether (20 mL). The isolated solution was added to a scparatoiy funnel. The organic layer 
was washed with 2:1 mixture of water and ammonium hydroxide (20 mL) followed by 
saturated ammonium chloride solution (2 x 20 mL) and saturated sodium bicarbonate (20 
mL). n,e aqueous layers were extracted with ether (3 x 10 mL). The organic layeis were 
combined, dried (Na2S04), and concemrated. n,e product was purified by flash column 
chromatogniphy (75 mL silica, hexane) to afibid 30 mg (26 %) of Compound 270. Data for 
Cbmpound270: NMR (400 MHz. acetone-de) 7.77 (d.y= 7.9. IH). 7.72 (s. 1 H). 
7.61 (m. 2 H). 6.72 (s. 1 H). 5.54 (s. 1 H). 5.39 (s. 1 H). 3.79 (s. 2 H), 2.08 (s. 3 H). 1 29 (s 
6H). 

EXAMPLR171 

fef3-Cyano..5-f)„orpphenvlVI .?-dihvd«>.2^ 4.rri^..t^ Y i„„inn,w fr^^j ^,^^ 
structure 4 of Schi.m> y| , ^here R 1=i^^Y ano-5-fliinmpt, yn Yn 

3 . -Bn>mg-5-fhinrot)ep^nitrilft . To a 1 liter r.b. flask equivuipped with a magnetic stir bar, 
commercially available l,3HUbromo-5-fluoiobenzene (44.0 g. 173.3 mmol). DMF (268 
mL). pyridine (28.0 mL). and copper (I) cyanide (15.5 g. 173.3 mmol) were added under 
nitrogen. A reflux condenser was attached to the flask. The green cloudy mixture was 
stined at reflux for 3 h. The reaction progress was difficult to monitor by TLC. so once 
lower Rf impurities were observed the reaction was allowed to cool to rt. The reaction 
mixture was quenched with 200 mL ether which formed a precipitate in die daric solution. 
The precipitate was gravity filtered through Celite. The filtmte was rinsed tiiree times with 
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ether (100 mL). The isolated solution was added to a separatory funnel. The organiclayer 
was washed with 2 to 1 mixture of water and anunonium hydroxide (200 mL) followed by 
saturated ammonium chloride solution (2 x TOO mL) and saturated sodium bicarbonate (200 
mL). The aqueous layers were extracted with ether (3 x 100 mL). The organic layers were 
5 combined and dried (Na2S04). The product, 3-bromo-S-fluorobenzonitrile, was purified by 
flash column chromatography (300 mL silica, hexane) followed by reciystallization from 
hexane to afford 22.3 g (65 %) of the product as white ciystais. Data for 3-bromo*S- 
fluorobenzonitrile: NMR (400 MHz, acetone-dg) 7.81 (s, 1 H), 7.73 (dd. J = 8.4, 1 .9, 
1 H), 7.65 (dd, J = 8.5, 2.0, 1 H). 

10 

6-(3>Cvano>S-fluorophenvlV1 .2-dihvdro-2,2.4>trimethvlQuinoline (Compound 271, 
structure 4 of Scheme n. where R^rr3 -cvano-5-fluoror^env]> . This compound was 
prepared according to General Mediod 2 (EXAMPLE 9) from Compound 9 (46.3 mg, 0.14 
mmol) and 3-bromo-S-fluorobenzonitrile (29.1 mg, 0.14 mmol). The crude material was 
15 purified by reciystallization from hexane to afford 15.8 mg (37%) of Compound 271. Data 
for Compound 271: NMR (400 MHz, acetone-d6) 7.83 (^p t, 7 = 1.3, 1 H), 7.68 (dd, 
J = 10.6, 4.0, 1 H), 7.43 (d, 7 = 2.0, 1 H), 7.41 (dd, 7 = 2^, 1.2 IH) 7.35 (dd, 7 = 8.3, 2.2, 1 
H), 6^9 (d, 7 =r 8.4, 1 H), 5.35 (br s, 1 H), 5.39 (s. 1 H), 2.04 (s, 3 H), 1 .28 (s, 6 H). 

20 EMM£I£iS 

^(3'Cvano^flqQrophenvlVL2-dihvdro-2.2.4-trimethvlQuinoHne rCbmoound 272 
stmcture 4 of Scheme n. where R lg3-cvano-4> fluoroDhenvn 
This compound was prepared according to General Method 2 (EXAMPLE 9) from 
Compound 9 (53.8 mg, 0.17 nunoles) and 3-bromo-6-nuoro-benzonitrile (33.9 mg, 0.17 
25 mmol). The crude material was purified by HPLC (reverse phase ODS column, 85% 

methanol/water, 3.0 mL/min) to afford 3.3 mg (7%) of Compound 272. Data for Compound 
272: 1h NMR (400 MHz, acetone«Kl6) 7.97 (dd, 7 = 6.1, 2.2, 1 H). 7.93 (m, I H), 7.39 (t, 
7 = 17.9, 9.0. 1 H), 7.35 (d, 7 = 1.5, 1 H), 7.27 (dd, 7 = 8.3, 1.9. 1 H), 6.58 (d. 7 = 8.3, 1 H), 
5.38 (s, 1 H), 5.34 (s. 1 H), 2.08 (s. 3 H), 1 .28 (s, 6 H). 
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EXAMPLE 173 

^?<:Yffl<Hr-flMon>pfrrnYlVi.2-dihvdnv2.?4-trin«^hvlT .. ip ,^i in^ f&,mp ^..nH 
ffttVcture 4 of Schiw H. wh«rP p l= 3-cvaniv<wfl..m«p tw.pyi^ 
This compound was prepared according to Genera] Method 2 (EXAMPLE 9) from 
5 Compound 9 (70.0 mg, 0.22 mmol) and 3-bnMna4-fluorobenzonltrilc (44.1 mg, 0.22 
mmol). The cnide material was purified by HPLC (reverse phase ODS column. 85% 
methanol/watcr. 3.0 mL/min) to afford 33 mg (5%) of Compound 273. Data for Cbmpound 
273: iH NMR (400 MHz. acetone-d6) 7.90 (dd. J = 7.5. 2. 1 , 1 H). 7.<>7 (m. 1 H). 7.36 
(dd, J = 10.9. 8.5. 1 H), 7.28 (s. 1 H). 7.21 (m. 1 H). 6.58 (d. 7 = 8.2. 1 H). 5.48 (s. 1 H). 
10 5.37 (s. 1 H). 2.04 (s, 3 H). 1 .29 (s. 6 H). 



15 
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EXAMPr.F. 174 

6-rg-fluftrrvVfriflyoromethvl>phenYlM.2-dihvd,o.7 7 4-trim.thvi^ ,.in»n„. r-Tnrr- |l1 
g74. smigturr 4 of Scheme TI where R ^=«i.fl, .o» ^.3■ftrifl.lnmm..T^Y!) ^'rnY') 
This compound was prepared according to General Method 2 (EXAMPLE 9) from 
Compound 9 (42.8 n^g. 0.13 mmol) and 3-bromo-5-fluorobenzotrifluoride (32.7 mg. 0.13 
mmol). TTie crude material was purified by HPLC (reverse phase ODS colurm,. 90% 
methanoywater. 3.0 mUmin) to afford 3.1 mg (7%) of Compound 274. Data for Compound 
274: iH NMR (400 MHz, acetone^) 7.71 (s. 1 H).7.63(d.y= 10.5. 1 H).7.40(d./= 
2.2. 1 H). 7.34 (dd.y« 8.1. 2.0,1 H). 7.29 (d. 7 = 8.6. 1 H). 6.59 (d. 7= 8.3. 1 H),5.50(s. 1 
H). 5.39 (s. 1 H). 2.05 (s, 3 H). 1.29 (s. 6 H). 



EXAMPrR17g 

6^3^hlQrs>.2.n|pthylpt,rnYlVi; 2-dihydro - ? 7 4 . t rimethvln..inon,. rromno»nH rr^ 
2^ gmiCture 4 of .Scheme n whore R'=r^-rhl»rp.' > .methvlphpnvf) 

This compound was prepared according to General Method 2 (EXAMPLE 9) from 
Compound 9 (70.0 mg. 0.22 mmol) and 2-bromo^hlorotoluene (45.2 mg. 0.22 mmol). 
The crude material was purified by flash column chromatography (75 ml silica, hexane to 
5% ethyl acetateAexane) to afford 63.1 mg (96%) of Compound 275. Data for Compound 
275: iH NMR (400MHz. acetone-d6) 7.30 (d, 7 = 8.3. 1 H). 7.16 (m. 1 H). 6.95 (s. 1 H). 
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6.87 (d, y = 10.2, 1 H), 6.54 (d, 7 = 8.0. 1 H). 5.36 (s. 1 H). 5.25 (s, 1 H), 2.03 (s. 3 H), 1.28 
(S.6H). 

EXAMPLE 176 

5 1 ^■Dihvdro-2,2.4-trimethvl^f 3-nitrophenvnquinoline fCo mpound 276. structure 4 of 
Schffffi? Ml ^hm R^-?-pipophenYn 

This compound was prepared according to General Method 2 (EXAMPLE 9) from 
Compound 9 (19.4 mg, 0.06 mmol) and 3-nitn>bromobenzene (12.3 mg, 0.06 mmol). The 
erode materia] was purified by flash column chromatography (75 ml silica, hexane to 5% 
10 ethyl acetate/hexane) followed by reverse phase flash column chromatogrs^hy (50 mL ODS. 
80% methanol/water) to afford 2.9 mg (16%) of Compound 276. Data for Compound 276: 
NMR (400 MHz, acetone^is) 8.35 ^^pp t, J = 4.1, 2.0, 1 H), 8.05 (d, 7 = 8.0, 1 H), 8.01 
(dd, J = 8.1, 6.5, 1 H). 7.64 (t, J = 15.9, 8.0, 1 H). 7.40 ( d, 7= 2.1, 1 H), 7.34 (dd, J = 8.4, 
2.3, 1 H). 6.61 (d,y=8.4. 1 H),5.40(d, J= 1.4, 1 H), 2.05 (s, 3 H). 1.29 (s,6H). 

15 

EXAMPLE 177 

6-f3>Acetvlphe nvlVl^-dihvdn>2.2.4-trimethvlQuinoline (Compound 277- stnictuie 4 of 
Scheme IL where R3=:3>acetvlDhenvn 

This compound was prepared according to General Method 2 (EXAMPLE 9) from 
20 Compound 9 (66.2 mg, 0.21 nunol) and 3-bromoacetophenone (41.4 mg, 0.21 mmol). The 
crude material was purified by flash column chromatognq)hy (30 ml silica, hexane to 20% 
acetone/hexane) followed by reverse phase flash column chromatography (50 mL ODS, 
70% methanol/water) and a second noraial phase flash column chromatography (30 mL 
silica, hexane to 20% acetone/hexane) to afford 5.0 mg (8%) of Compound 277. Data for 
25 Compound 277: NMR (400 MHz, acetone-d6) 8.13 (s, 1 H), 7.81 (m, 1 H), 7.50 (t, J » 
15.0, 7.8. 1 H), 7.33 (m, 2 H), 6.59 (d, 7 = 8.1, 1 H). 5.38 (s, 1 H), 5.32 (s, 1 H), 2.62 (s, 3 
H), 2.08 (s, 3 H), 1^8 (s. 6 H). 



EXAMPLE 178 

30 6-(3-cvano»2-methvlphenvlV1.2-dihvdrD-2.2.4-trimethvlquinoline (Compound 278. 
Stnl9^^re 4 of Scheme H, where R^=3-cyano-2>mgthYllPh^nY') 
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?-Btvm-2-nMiM^zm\m . This compound was prepared in a manner similar to that 
described for 3-bromo-5.fluorobenzonitrile from commercially avaUable 2,6- 
dibitwwtoluene (1.80 g. 7.20 mmol).DMF(lI mL).pyridine(I.I mL). and copper (1) 
cyanide (0.52 g, 5.76 mmol). The erode product was purified by flash column 
chromatography (100 mL silica, hexane) to affoni 50 mg (35 %) of 3-bromo-2- 
methylbenzonitrile. Data for 3-bromo-2-methylbenzonitrile: NMR (400 MHz. 
acctone-d6) 7.88 (d. 7 = 8.0. 1 H). 7.73 (d. 7= 8.0. 1 H). 7.32 (t. 7 = 15.8. 7.9. 1 H). 2 58 (s 
3H). • ^ • 

6.(3.VyaTlO-?-ni^thvlphcnvlVl 2-dihvdm.:? ? 4-r ri niethvlq „innli n , ; fComnnnnrf 
sffugturg4of,SrhemeII,whereRl=3.cvann.^.n..thYir h,» y.^ This compound was 
prepared according to General Method 2 (EXAMPLE 9) from Compound 9 (56.5 mg. 0. 18 
mmol) and 3.biomo-2.methylbcnzonitrile (34.8 mg. 0.1 8 mmol). The cn.de material was 
purified by flash column chromatography (50 ml silica, hexane to 20% acctone/hexanc) 
followed by a secoml flash column chromatography (75 mL silica, hexane to 20% 
acetonertiexane)toaffordl0.5mg(20%)ofCompound278. Data for Compound 278: Ifi 
NMR(400MH2.acetone.d6) 7.59 (dd. 7 =7.7. 0.9. 1 H). 7.48 (dd,/= 7.8. 0.8. 1 H).7.36 
(t.y= 15.3.7.7. 1 H).6.99(d.y= 1.8. 1 H).6.91 (dd,7-8.1. 1.9. 1 H). 6.58 (d. 7= 8.1. 1 
H). 5.37 (s. 1 H). 5.30 (s. 1 H), 2.48 (s. 3 H). 1.97 (s. 3 H). 1 .30 (s. 6 H). 



EXAMPI.R 170 

U-PihYdro-2 . ? 4-rrim*-thyl-6.f3-methvlnhrnv!V»uinnlin. fr^n^ ,^ 279 .fn.o.,»> A ^ 
Scheme II. where Rls^- ynethvlphenyl ) 

This compound was prepared according to General Method 2 (EXAMPLE 9) from 
Compound 9 (99.5 mg. 0.31 mmol) and 3-bromotoluene (53.5 mg, O.Slmmoles). ITie 
cnide material was purified by HPLC (reverse phase. CDS column. 80% methanol/water. 
3.0 mL/min.) to afford 2.7 mg (3%) of Compound 279. Data for Compound 279: Ifl 
NMR (400 MHz, acctone-d6) 7.37 (s. 1 H). 7.32 (d. 7 = 7.9. 1 H). 7.28 (d. 7 = 2.0. 1 H), 
7.21 (m. 2 H). 7.02 (d. 7 = 7.3. 1 H). 6.55 (d, 7 = 83. 1 H). 5.36 (s. 1 H). 5.22 (s. 1 H). 2.34 
30 (s. 3 H). 2.03 (s. 3 H). 1.27 (s. 6 H). 
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EXAMPLE 180 

$-f5-Fluon>-3-mtnw)henvlVl^Kl!hvdro-2.2.4>trin^^ f rompouiid MO «fT»^ y,if>> 

4 of Scheme n. where R^=5-fluoro-3-nitrophenvn 

1 -Flu9yo-3>nitrpi9^9t)^Mgnfi To a 25 mL round-bottom flask equivuipped with a magnetic 
5 stir bar 3-iodo-5-nitroaniline (543.3 mg, 2.06 mmol) and methylene chloride (10 mL) were 
added under nitrogen. Nitrogen was bubbled through the coloiiess solution for 15 min. The 
solution was cooled to O^C in an ice balh. At that point approximately 500 mg nitrosonium 
tetrafluoroborate was added in one portion making a cloudy precipitate. The reaction was 
allowed to continue stirring for 2 hours. The mixture was kepi under nitrogen as 10 mL dry, 

10 deoxygenated ortho-dichlorobenzene was added. A distillation apparatus was fitted to the 
reaction flask. The flask was placed in an oil bath and was heated until the material had 
completely distilled over. The crude product was isolated by washing the residue through a 
short column (74 mL silica, hexane). Puriflcation by silica gel chromatography (74 mL 
silica, hexane) afforded 279.4 mg (50 %) of 5-fluoro-3-nitroiodoben2cne. Data for 5-fluoro- 

15 3-nitroiodobenzene: NMR (400 MHz, acctone-d6) 8.36 (s, 1 H), 8.00 (m. 2 H). 

fr<?-Flupyp-3-nitrophenvlVL2-dihvdro>2,2,4-trimethvlflmnQli fComoound 280. stmctum 
4 Of Schein^ p, w^ien? R^=5-ftuoiro-?-piffgBlmiyll This compound was prepared according 
to General Method 2 (EXAMPLE 9) from Compound 9 (140.2 mg, 0.44 mmol) and 5- 

20 fluoro-3-nitroiodobenzene (1 17.6 mg, 0.44 nunol). The crude material was purifled by flash 
column chromatography (150 ml silica, hexane to 20% acetone/hexane) followed by a 
second flash column chromatography (100 mL silica, hexane to 20% acetone/hexane) to 
afford 95 mg (69%) of Compound 280. Data for Compound 280: NMR (400 MHz, 
acetone-d6) 8.22 (app t, 7 = 3.0, 1.5, 1 H), 7.78 (m, 1 H), 7.43 (d, J = 2.2, 1 H), 7.38 (dd, J 

25 = 8.4, 2.3. 1 H), 6.61 (d, 7 = 8.3. 1 H). 5.58 (s, 1 H), 5.40 (s. 1 H). 2.05 (s. 3 H). 1.29 (s. 6 
H). 
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EXAMPLE 181 

l,3-PihYdro-6-(3>mcthoxvDhenYlV2.2.4>trimethvlQuinoline fCo mt>ound 281. stmcture 4 of 
Scheme n. where R>g^-methoxvphenvn 
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n»is compound was prepared according to General Method 2 (EXAMPLE 9) ftom 
Compound 9 C79. 1 mg. 0.25 mmol) and 3-bromoanisoie (46 J mg. 0.25 mmol). The crude 
material was purified by flash column chromatography (75 mL silica, hexane to 10 %ethy! 
acetate/bexane) to afford 2.1 mg (3 %) of Compound 281. Data for Compound 281: 1h 
NMR(400MH2,acetone-d6) 7.25 (m. 2 H). 7.1 1 (d,7 = 6.9. 1 H),7.07(appt,7=4.1. 
2.2. 1 H). 6.78 (dd, y = 8.6. 2.2. 1 H). 6.55 (d. 7 = 8.3. 1 H). 5.36 (s, 1 H). 5.26 (s. 1 H). 3.82 
(s. 3 H). 2.03 (s. 3 H). 1.27 (s. 6 H). 

EXAMPLE 182 

6-f?-CYa00-?-pYridYl)-l ?-dihvdn>-2.2.4.trimethvtouinnlin>. rComno..nHM> stnictUT^ 4 nf 
Scheme II. where Rl=5-cvan{>-3-pYfiHYl) 

This compound was prepared according to General Method 2 (EXAMPLE 9) from 
Compound 9 (45.6 mg. 0. 14 mmol) and 3-cyano-5-bromopyridine (26.2 mg. 0.14 mmol). 
The erode material was purified by flash column chromatography (100 mL silica, hexane) to 
15 afford 10.4 mg (26%) of Compound 282. Data for Compound 282: 1h NMR (400 MHz. 
acetone-d6) 8.21 (d,7= 1.7. 1 H), 7.79 (m. 2 H). 7.44 (d. 7 = 2.1, 1 H). 7.39 (dd. J = 8.4. 
23, 1 H), 6.61 (d, /= 8J, 1 H). 5.59 (s, 1 H), 5.40 (s. 1 H). 2.05 (s. 3 H). 1.29 (s. 6 H). 

EXAMPLE 18? 

^ l.?-P»^Ytfrff-2,?,.4-trimcthvl-6.f2-methvl.^-nitrnohenvlVi..in«lin fConin»..nrf -an 
SttWCtWrC 4 of Srhwm> n. whem P »-?. oiethvl-3-nitmptw.^Y f> 
This compound was prepared according to General Method 2 (EXAMPLE 9) ftom 
Compound 9 (170.6 mg. 0.54 mmol) and 2-bromo^nitrotoluene (1 15.8 mg. 0.54 mmol). 
The erode material was purified by flash column chromatography (80 ml sUica. hexane to 

25 20% acetone/hexane) followed by a second flash column chromatography (75 mL silica, 
hexane to 20% acetonefliexane) to afford 68 mg (41%) of Compound 283. Data for 
Compound 283: Ifl NMR (400 MHz. acetone-de) 7.7 1 (d, / = 7.9. 1 H). 7.49 (dd. J = 7.4. 
0.9. 1 H). 7.41 (t. 7= 15.6. 7.9. 1 H). 6.99 (d.7= 1.8. 1 H). 6.91 (dd. 7= 8.1. 1.9. 1 H). 6.57 
(d. 7 = 8.2, 1 H). 5.37 (s. 1 H). 5.32 (s. 1 H), 2.35 (s, 3 H), 1.97 (s, 3 H). 1.29 (s, 6 H). 
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EXAMPLE 184 

6-(2-Amino-3,S^ifluoro|^nvlVK2-dihvdro-2,2.4-trimethvl Quinoline (Compound 2«4 
structure 4 of Scheme II, where R^s2-ainino-3,5-difluorophenvn 
This compound was prepared accoTding to General Method 2 (EXAMPLE 9) from 
5 Compound 9 (48.8 mg» 0. 1 5 mmol) and 2-bromo-4,6-dif]uoroaniline (3 1 .9 mg. 0. 1 5 mmol). 
The crude material was purified by flash column chromatography (ODS reverse phase, 80% 
methanol/water) to afford 1 5 mg (33%) of Compound 284. Data for Compound 284: 
NMR (400 MHz, aceione-d6) 7.10 (d, 7 = 2.0, 1 H), 7.02 (dd. 7 = 8. 1 , 2.0, 1 H), 6.80 (m. I 
H), 6.69 (m. 1 H) 6.56 (d, 7 = 8. 1 . 1 H). 5.36 (s, 1 H), 5.34 (s, 1 H), 4.22 (br s, 2 H), 1 .97 (s, 
10 3 H), 1.28 (s, 6 H). 

EXAMPLE 185 

6-(3-Bromo«2 >chloro-5«fluorophenvlV1.2'dihvdro-2.2.4-trimethvlQuinoIine (Compound 
285, structure 4 of Scheme 11. where R^=3-bromo-2-chloro-5>fluoroDhenvn 

15 This compound was prepared according to General Method 2 (EXAMPLE 9) from 

Compound 9 (143.3 mg. 0.45 mmol) and l-chloro-2,6-dibronK>-4-fluort)benzene (129.9 
mg, 0.45 mmol). The crude material was purified by flash column chromatography (50 mL 
silica, hexane) followed by reverse i^ase preparatory TLC (1000 mL ODS, 80% 
methanol/water) to afford 4.3 mg (3%) of Compound 285. Data for Compound 285: 

20 NMR(400MHz,acetone-d6) 7.50 (dd, J = 7.8, 3.0, 1 H), 7.19 (dd, 7 = 9.2, 3.0, 1 H),7.10 
(d, 7= 2,0, 1 H), 7.03 (dd, 8;1. 2.0, 1 H), 6.55 (d, 7 = 8.3, 1 H), 5.61 (s, 1 H), 5.37 (s. 1 
H), 1.97 (s, 3 H), 1 .29 (s, 6 H). 

EXAMPLE 186 

25 6-(3-Cvano-5-fluoroDhenvlV1.2-dihvdro-2,2.4~trimethvl«3'quinolone (Compound 286. 
structure 79 of Scheme XX. where R^=r3=r5=:H. R2=cvano. R^=fluoro. P=/> 
butoxvcarfaonvh 

In a 1(X) mL r.b. flask, a solution of l,2-dihydro-6-(3-cyano-5-fluorophenyl)-2,2,4-trimethyl- 
1-r-butoxycaibonylquinoline (structure 77 of Scheme XX, where R^=r3=r5=h, R^^yano, 
30 R'^sfluoro, P=r-butoxycarbonyl, an intermediate from EXAMPLE 171) (1 34.8 mg, 0.34 

mmol) in THF ( 1 7.2 mL) was treated with a 1 .0 M THF solution of BH3-THF ( 1 .29 mL, 1 .3 
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mmol. 3.9 equivuiv). The reaction mixture was stiired for 20 min. then poured into a cold 
(0-Q 10 M solution of NaOH (50 mL). ether (50 mL). and 30% hydrogen peroxide (10 
mL). The reaction mixture was stirred overnight (16 h). The reaction mixture was extracted 
with ether (3 x 20 mL). The extracts were combined, dried (Na2S04), and concentrated. 
The crude material was dissolved in CH2CI2 (2 mL) and treated with PCC (50 mg). The 
reaction mixture was sttired for 1 h. Altered through a pad of Cclite. and concentrated. 
Purification by flash column chromatography (175 mL silica, hexane) affoided 1 .3 mg (1%) 
of Compound 286 as a white solid. Data for Compound 286: NMR (400 MHz, 
acetone-d6) 7.90 (s. 1 H). 7.75 (d, J = 10.6. I H). 7.54 (m. 2 H). 7.48 (d. J = 8.3. 1 H). 6.95 
(d.y = 8.2. 1 H).5.52(s. 1 H),3.6I (m. 1 H). 1.49 (d. 7 = 7.05. 3 H). 1.33 (s.3H). 1.23 (s 3 
H). 



EXAMPLE 187 

6-f3-Ftuoro-?.-methYlphfnyl). 1 .2^ihvdm-?.2.4-trimethvlri.. i noline fComp on,^^ ?>y7 
Structure 4 of Schemi. n, u,here R » =^-n. ioro-2-methvlp h«>nYl ) 

This compound was prepared by General Method 2 (EXAMPLE 9) from Compound 9 (50 
mg. 0.158 mmol) and 2-bromo-6-nuorotoluenc (60 mg, 0.315 mmol). Purification by flash 
chromatography on silica gel (20g) using 5% EtOAc:hexanes afToided 6 mg ( 1 4%) of 
Compound 287 as a yellow oil. Data for Compound 287: Ifl NMR (400 MHz, acetone-d6) 
7.20 (m, IH), 7.02 (m. IH). 6.98 (m. 2H). 6.91 (m. IH). 6.56 (d. 7=8.0. IH). 5.37 (s. IH). 
5.29(br s. IH). 2.19 (s. 3H). 1.98 (s. 3H), 1.28 (s. 6H). 



EXAMPt^E 1IW 

A^-DihydrQ-2.2,4-trimethvl-6-f3-methvlthioDhenvlVnnin»li n e rr^mpn»nrf A 

25 of Scheme H. where Rl=3-methvhhioDhenvl ^ 

This compound was prepared by General Method 2 (EXAMPLE 9) from Compound 9 (50 
mg. 0.158 mmol) and 3-bromothioanisole (64 mg, 0.315 mmol). Purification by flash 
chromatography on silica gel (20 g) using 5% EtOAcrhexanes affoided 7 mg (15%) of 
Compound 288 as a yellow oil. Data for Compound 288: NMR (400 MHz. acetone-d6) 

30 7.43 (s. IH). 7.32 (m, 3H), 7.24 (m. 2H). 7.14 (m. IH). 6.57 (d. 7=8.1. IH). 5.37 (s. IH), 
5.31 (br s. IH). 2.53 (s, 3H), 1.28 (s. 6H). 
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EXAMPLE 189 

6-(5-ChlorD-2-thienylVl-2-dihvdro-2.2>4-triniethvlquinoline (Compound 289. str ucture 4 of 
Scheme 11. wheie R^s5-chlon>'2-thienv1 1 
5 This compound was prepared by Genera] Method 2 CEXAMPLE 9) from Compound 9 (50 
mg. 0.158 mmol) and 2-bromo-5-chlorothiophene (63 mg» 0.315 mmol). Purification by 
flash chromatography on silica gel (20 g) using 5% EtOAc:hexanes afforded 10 mg (22%) 
of Compound 289 as a yellow oiL Data for Compound 289: NMR (400 MHz, acetone- 
d6)7.21 (d,7=2.1, IH), 7.1 (dd, 7 = 8.1, 2.0, IH), 7.02 (d, 7 = 3.7, IH), 6.93 (d,7=3.7. 
10 IH), 6.51 (d, 8.3, IH), 5.42 (br s. IH), 5.40 (s, IH). 2.01 (s, 3H), 1.27 (s, 6H). 

EXAMPLE 190 

1.2-Dihvdro-2.2.4-trimethvl-6-(3'methvl-2>thienvnquinoline (Compound 290. structure 4 of 
Scheme 11. where R^=3-methvl>2-thienvn 

15 This compound was prepared by General Method 2 (EXAMPLE 9) from Compound 9 (50 
mg, 0.158 mmol) and 2-bromo-3-methylthiophene (57 mg, 0.315 mmol). Purificadon by 
flash chromatography on silica gel (20 g) using 5% EtOAc:hexanes afforded 5 mg (12%) of 
Compound 290 as a yellow oil. Data for Compound 290: NMR (400 MHz, acetone-d6) 
7.18 (d.J= 5.2. lH),7.09(d, J= 1.9, lH),7.03(dd,y=8.1,2.0, IH), 6.88 (d, 5.1, 1H).6.54 

20 (d,7=8.1, lH),5.38(s, lH),5.32(brs, 1H),2.26 (s, 3H). 1.99 (s,3H). L29(s,6H). 

EXAMPLE 191 

8-Fluoro-1.2«dihvdro-2.2.4-trimethvl-6>(3-nitrophenvnquinoline (Compound 291. structure 
83 of Scheme XXL where Rl=R3-7^R9:rH. R^=F) 
25 4-Amino«3>fluoro-3'-nitrobiphenvl (structure 82 of Scheme XXL where R^=r3-7sH. 

(jeneral Method 14: Suzuki Coupling of a 4>BromoaniHne with an Arvlboronic Acid . A 
mixture of 3-nitrobenzeneboronic acid (0.70 g, 4.2 mmol), 4-bronK>-2-fluoroaniline (730 
mg, 4.0 nmiol), (PPh3)4Pd (93 mg, 0.08 mmol), and K2CO3 (0.69 g, 5.0 mmol) in toluene 
30 (20 mL) and water (2 mL) was heated at 95 ^ for 16 h and the mixture was diluted with 
EtOAc (20 mL). The mixture was washed with water (10 mL) and brine (10 mL), 



207 

concentrated and purified by silica gei chromatography to affoixl the 4-aniino-3-fluoit>-3'. 
nitrobiphenyl (stracture 82 of Scheme XXI. where r1=r3-7=h. r8=F) (0.4 g, 41 %) as a 
yellow solid. 



10 



IS 



25 



30 



8-F|uprp-l,2-dihYdro-2.2.4-triniethvl-6-f3-nitroDhenvltoiii n oline (dnnj ^ md 291 ■ctn.rt^ . ^ 
83 of Scheme XXI. where R 1=r3-7^r9=h. R8=n This compound was prepared by 
General Method 8 (EXAMPLE 138) from 4-amino-3-fluoit)-3'-nitrobiphenyI (0.4 g. 1.7 
mmol) to afford 101 mg (19%) of Compound 291 as a red solid, in addiUon to 0.8 g of the 
starting aminobiphenyl. Data for Compound 291: IR (neat) 3400, 2968. 1531, 1506. 1346; 
»H NMR (400 MHz, CDCI3) 8.35 (t. J = 2.0. I H). 8. 1 0 (dd, 7 = 7.8. 2.0, 1 H), 7.80 (d. 7 = 
7.8. 1 H). 7.54 (t. J = 7.8. 1 H). 7. 1 4 (d. J = 11 .7. 1 H). 7. 11 (d. 7 = 1 .8, 1 H). 5.43 (s. 1 H), 
4.07 (bs. 1 H), 2.07 (s, 3 H). 1.35 (s, 6 H): 13c NMR (100 MHz. CDCb) 150.4 (d. 7 = 
237). 149.0. 142.6, 132.2, 132.1, 130.0, 129.8, 128.0. 126.2 (d. 7 = 7.0), 124.0. 121,2, 121.1. 
117.8. 113.0(d,7 = 20).52.1, 31.7, 19.1. 



EXAMPI.K 192 

U-PihYdro-6-f 3.ntfrophenviV2.2.4.8-tetrainethvlq.n n oline fCoiTinn.ind 292, stn.rnif ^ Siti »f 
Schema XYlf where RI=r3 -S,h. K2^it^} 

4-Bromo-2-methylaniline (5.58 g, 30 mmol) was treated with iodine (0.2 g, 0.9 mmol) and 
20 acetone (150 mL) in a sealed tube at 80 OC for 24 h to provide 6-bromo-l,2-dihydro-8- 
methylquinoline (Compound 85 of Scheme XXII) in 9 % yield as a yellow oil (O.70g). 
Most of the aniline (>80%) was recovered. A mixture of the 6-bromo- 1 ,2-dihydro-8- 
methylquinoline (90 mg, 0.33 mmol), 3-nitrobenzeneboronic acid (167 mg, 1.0 mmol). 
Pd(PPh3)4 (24 mg. 0.02 mmol). K2CO3 (190 mg, 1.38 mmol) in toluene (7 mL) and water 
( 1 .5 mL) was heated at 70 OC for 1 6 h. Standard work-up followed by chromatography 
afforded 23 mg (23%) of Compound 292 as a yellow oil. Data for Compound 292: IR 
(neat) 3412. 2966, 1602, 1530. 1348; NMR (400 MHz, CDCI3) 8.38 (t,7= 2.0. 1 H). 
8.08 (dd, 7 = 7.8 and 2.0. 1 H). 7.85 (d, 7 = 7.8, 1 H), 7.52 (t, 7 = 7.8, 1 H). 7.24 (d. 7 = 1 1 .7, 
1 H). 7.21 (d, 7= 1.9, 1 H). 5.39 (s. 1 H), 3.72 (bs, 1 H). 2.18 (s, 3 H). 2.07 (s, 3 H). 1.34 (s. 
6H);13cNMR(100MHz.CDCl3) 148.9. 143.7. 142.0. 132.2, 129.6, 128.8, 128.7, 128.6, 
126.5. 121.3. 121.0. 120.7. 120.6. 120.3, 52.3, 31.9, 19.2, 17.3. 
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EXAMPLE 193 

6-f5-Bromo-3>pvridvlVK2-dihvdro-2-2,4-triniethvlquinoline (Compou nd 293. structure 4 of 
Scheme II. where R^=5-bromo-3*pvridvn 

5 This compound was prepared by General Method 2 (EXAMPLE 9) from 3,5- 

dibromopyridine (1 19 mg* 0.5 mmol) and Compound 9 (50 mg, 0.16 mmol) to afford 18 mg 
(35%) of Compound 290 as a yellow oil. Data for Compound 290: NMR (400 MHz, 
<3X:]3)8.69(s, 1 H), 8.52 (s, 1 H).7.93 (1,7=2.0, 1 H), 7.21 (d,y = 2.1, 1 H),7.20(dd,y 
= 8. 1 , 2.1 . 1 H), 6.50 (d, 7 = 8.1 , 1 H), 5.37 (s, 1 H), 3.88 (bs, 1 H), 2.05 (s, 3 H), 1 .3 1 (s, 6 

10 H). 



EXAMPLE 194 

6-G'Bromo-2- pvridvlVK2>dihvdro-2.2.4-trimethylquinoline (Compound 294. structure 4 of 
Scheme 11. where R^=:3>bromo >2>pvridvn 

15 This compound was prepared by General Method 2 (EXAMPLE 9) from 2,6- 

dibromopyridine (237 mg, 1.0 mmol) and Compound 9 (1(X) mg, 0.32 mmol) to afford 42 
mg (40%) of Compound 294 as a yellow oil. Data for Compound 294: IR (neat) 3379, 
2966, 1604. 1575, 1433, 1 124; IR NMR (400 MHz, CDCI3) 7.68 (d, 7 = 1 .9, 1 H). 7.66 
(dd,7=8.1, 1.9, 1 H), 7.54(d,7 = 7.8, 1 H), 7.49 (t, 7 = 7.8, 1 H),7.23 (d,7=7.8, 1 H), 

20 6.49 (d, 7 = 8. 1 , 1 H). 5.35 (s. 1 H). 3.93 (bs, 1 H), 2.08 (s, 3 H). 1 .30 (s. 6 H); l^C NMR 
(100MHz,CDCl3) 159.3, 145.1, 142.1, 138,8, 128.7. 128.6, 127.7, 126.6. 124.6, 122.6, 
121.5, 117.6, 113.1,52.4,31.6, 18.9. 

EXAMPLE 195 

25 6-(3-Bromo>2-thienvn-1.2-dihvdro-2.2.4-trimethvlquinoline (Compound 295. structure 4 of 
Scheme IL where R^=3-bromo-2-thienvn 

This compound was prepared by General Method 2 from 2,5-dibromothiophene (242 mg, 
1 .0 mmol) and Compound 9 (50 mg, 0.1 6 mmol) to afford 24 mg (45%) of Compound 295 
as a yellow oil. Data for Compound 295: ^H NMR (400 MHz, CDCI3) 7. 17 (bs, 1 H), 
30 7. 1 5 (dd, 7 = 8. 1 , 1 .9, 1 H), 6.95 (d, 7 = 3,7, 1 H). 6.86 (bs, 1 H), 6.42 (bs, 1 H), 5.36 (s, 1 
H), 3.80 (bs, 1 H), 2.01 (s, 3 H), 1 .29 (s, 6 H). 
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10 



EXAMPLRKkt 

l^-PihYdm^?.3.g.6.tgm«flllOnM-PVridvlV2.2.4-trim,^hvl^ .ri nolinerr^^ 
Stnicture 4 of Scheme II where R S.6.tetraflunf»v4-nvridvl> 
This compound was prepared by General Method 2 from 4-bnMno-2.3^,6- 
tetrafluoropyridine (150 mg. 0.63 mmol) and Compound 9 (50 mg. 0.16 mmol) to affoid 
1 3.4 mg (26%) of Compound 296 as a white solid. Data for Compound 296: Ifl NMR 
(400 MHz. CDC13) 7.23 (s. 1 H). 7.20 (d. 7 =7.9. 1 H).6.51 (d.y = 7.9. 1 H).5.38(s. 1 H). 
4.08 (bs, I H). 2.00 (s. 3 H). 1 .33 (s. 6 H); 13c NMR (100 MHz. CDCI3) 145.4. 144.5 (dd, 
^ = 230. 16), 139.3 (dd.y = 256. 33). 130.7 (d.y= 17.2). 129.0. 128.6. 125.7. 123.8. 121.1 
113.8. 113.1. 112.6.52.7.32.1. 18.7. 



EXAMPrF. 107 

g . 8-Diflyon>-l , ?^ihYflnv6.(3.nitrophcnvlV2.2.4-trim^fhv l ouinolin« /Pn^p ^...,^ 
SttWCWfy83of,SrhemcXXI, wherr R »=R3-5^R7=p9=h RZ^nifm R6^p8^f...>.^^ This 
compound was prepared by the same procedure as described in the synthesis of Compound 
291 (EXAMPLE 191) from 4-bronK>-2.5-difluoix)aniline (32 mg. 0.13 mmol) and 3- 
nitrobenzenebonmic acid (167 mg. 1 .0 mmol) to affoid 3 mg (10%) of Compound 297 as a 
colorless oil. Data for Compound 297: IR NMR (400 MHz, CDCI3) 8.33 (t. J = 1 .6. I H). 
20 8.14 (dd.y= 8.0. 1.6. 1 H),7.78(d.7 = 8.0. 1 H). 7.57 (t. 7 = 8.0. 1 H). 6.94 (dd. 7 = 10.8. 
6.3.1 H).537(s, 1 H).4.I6(bs. 1 H).2.17(dd.7 = 7.0. 1.3.3H). 1.34 (s.6H). 

EXAMPI.F.10W 

2.4-Diethyl-8-ffnon>-l , ?-<tihYdr(v2.methvl.6-f3-nitrophenvnqni n oline fCnn,nn..nH -y oy 
^ ^^rycnire 8.3 of Schema XXI. where R l^R^-T^H R2=n;^ PS - fluo^ ^9=^..^^ .^ A 
mixture of 2-fluoro-4-(3-nitrophenyl)anilinc (100 mg. 0.43 mmol). iodine (10 mg, 0.039 
mmol) and 2-butanone (5 mL) was heated at 100 'C in a sealed tube for 16 h. Removal of 
solvent and chromatography of the crude mixture on a silica gel column affoixled 4 mg (3%) 
ofCbmpound298asayellowoil. Data for Compound 298: »H NMR (400 MHz. CDCI3) 
8.33 (t. 7 = 2.0. I H). 8.10 (dd. 7 = 7.8. 2.0. 1 H). 7.81 (d, 7= 7.8. 1 H). 7.54 (t. 7 = 7.8. 1 
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H), 7.14 (s, 1 H), 7. 12 (d, y = 1 1 .a 1 H), 5.30 (s. 1 H), 3.96 (bs, 1 H). 2.47 (q, J = 7.5, 2 H). 
1.57(q,7 = 7.5,2H), 1.31 (s,3H), 1.21 (t,/=7.5. 3 H), 0.95 (t,y = 7.5. 3 H). 

EXAMPLE iy9 

5 6-(3*Broinoohenvn-1.2-dihvdro-2.2.4'triinethvlquiiio!tne fCompound 299. structure 4 of 
Scheme II. where R^=: 3-bronKiphenvn 

This compound was prepared by General Method 2 (EXAMPLE 9) from Compound 9 (100 
mg, 0.32 mmol) and 1 3-dibromobenzene (0.20 mL, 1 .60 mmol). The crude product was 
purified by prep TLC (5 x 20 cm, 250mm, 25% EtOAc:hexane) to afford 2.3 mg (2%) of 
10 Compound 299 as a white solid. Data for compound 299: Rf=0.43 (silica gel, 25% 
EtOAc:hexane); NMR (400 MHz, acetone-d6) 7.72(s, 1 H), 7.56 (d. J = 8.5, 1 H), 
7.38{d, J = 8.5, 1 H), 7.37 (m, 2 H), 7.24 (d. J = 8.5, 1 H), 6.58 (d, 7 8.5, 1 H). 5.39 (br m, 
2 H). 2.04 (s, 3 H), 1.29 (s, 6 H). 

15 EXAMPLE 200 

1.2-Dihvdro-2,2.4«trimcthvI-6-(5>nitro-2-thienvl)Quinoline (ComTX?und 300. structure 4 of 
Scheme IL where R^ = 5«nitro-2-thienvn 

This compound was prepared by General Method 2 (EXAMPLE 9) from Compound 9 (50 
mg, 0. 1 6 mmol) and 2-bromo-5-nitrothiophene (0. 1 6 g, 0.79 mmol). The crude product was 
20 purified by prep TLC (20 x 20crn, 1000mm, 25% EtOAc:hexane) to afford 50 mg (81 %) of 
Ck>mpound 300 as a purple solid. Data for compound 300: Rfss0.40 (silica gel, 25% 
EtOAc:hcx); NMR (400 MHz, CDCI3) 7.85 (d, J = 4.3, 1 H), 7.27 (m, 2 H), 7.04 (d, / 
= 4,3, 1 H), 6.43 (d, J= 8.5, 1 H), 5.38 (brs, 1 H), 4.13 (brs. 1 H), 2.03 (s, 3 H), 1.32 (s. 6 
H). 

25 

EXAMPLE 201 

1.2-Dihvdro-6-(2.4,5-trifluorophenvlV2.2.4-tritnethvlquinoline (Compound 301. structure 4 
of Scheme II. where R^= 2.4.5-trifluorophenvn 

This compound was prepared by General Method 2 (EXAMPLE 9) from compound 9 (50 
30 mg, 0. 1 6 mmol) and 2,4,5«trifluorobromobenzene (0. 1 0 mL, 0.79 mmol). The crude 

product was purified by prep TLC (5 x 20cm, 250mm, 25% EtOAc:hexane).to afford 15 mg 
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(31%) Of Compound 301 as a yellow oil. Data for compound 301: Rf=0.40 (silica gel. 25% 
EtOAchex); 1h NMR (400 MHz. CDCI3) 7.21 (m. 1 H). 7.18 (s. 1 H). 7.13 (d. 7 = 8.5. 1 
H). 6.96 (m. 1 H). 6.47 (d. 7= 8.5. 1 H). 5.34 (s. 1 H). 3.83 (brs. I H). 2.01 (s. 3 H). 1.31 (s. 
6H). 

5 

EXAMPLE 202 

6-(3-Brpmo-5-fl«orophenvl>- 1 .2-dihvdro-2.2.4-trif n ethvlqiiiiinline fComnnunrt Mt , 
strucnire 4 of Srheme H. whe re R ' = 3-hmnio-5-fluoronhenvn 

This compound was prepared by General Method 2 (EXAMPLE 9) ftom compound 9 (50 
10 mg. 0. 1 6 mmol) and 1 3-dibronio-5-fluorobenzcne (0.20 mL. 1 .60 mmol). The crude 

pnxluct was purified by prep TLC (20 x 20cm. 500mm, 25% EtOAc:hexane) to afford 20 
mg (36%) of Compound 302 as a colorless oil. Data for compound 302: Rf=0.40 (silica 
gel. 25% EtOAc:hex): NMR(400 MHz. CDCI3) 7.44 (s. 1 H). 7.21 to 7.09 (m. 4 H). 
6.46 (d. J = 8.5. 1 H), 5.35 (s. 1 H). 3.80 (brs. IH). 2.04 (s. 3 H). 1 .30 (s. 6 H). 

15 

EXAMPLE 203 

6-(5^rbpxaldphYdr-3-Thienvl)-1.2-dihvdro-2.2.4-trin»Pr h vlQuinnlin^ ^rpmncHinri 
smiCtwrc 4 of .Scheme IL where r1= ^-d>ienvl-S.«.r ^xaldehvd«.\ 
This compound was prepared by General Method 2 (EXAMPLE 9) from compound 9 (50 
mg. 0.16 mmol) and 4-bromo-2.thiophcnecarl)oxaldehyde (0.15 g. 0.79 mmol). The crude 
product was purified by prep TLC (20 x 20cm. 1000mm. 25% EtOAc:hexane) to afford 3 1 
mg (70%) of Compound 303 as a yellow oil. Data for compound 303: Rf=0.44 (silica gel. 
25% EtOAc:hcx); Ifl NMR(400 MHz. CDCI3) 9.95 (s. 1 H). 7.96 (s, 1 H). 7.66 (s. 1 H). 
7.25 (s. 1 H). 7.22 (d. J = 3.8. 1 H). 6.47 (d. /= 8J. 1 H). 5.37 (s. 1 H). 3.84 (brs. 1 H), 2.04 
25 (S.3H). 1.31(s.6H). 



20 



EXAMPLR 204 

1.2-PihYdro-2 , 2.4.7-tetramethvl-6-(3-nitronhenvnQuinol.ne. rrn mnound 3IU «tnicn.n. M nf 
Scheme XXI. where R 1=r3-5^r6 ^r8-9^h. R2=nitro. R7=n,ethvn 
4-AminP-2-niethvl-3'-nitrobiphenvl fy ^ p icnine Kl Scheme XXI where R1=r3- 
^gR^|t8=H. R2a„ifliff, R7-n^p^hyl) . This compound was made according to the General 
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Method 14 (EXAMPLE 191) from 3-nitrobenzene boronic acid (673.2 mg. 3.82 mmol) and 
4-bro]TK>-3-methylaniline (710.2 mg, 3.82 mmol) to afford 540 mg (62%) of 4-amino-2- 
methyl*3-nitrobiphenyl (structure 82 of Scheme XXI, where R^sR^'^sR^sRSsH, 
R2=nitro» R'7=methyl). Data for 4-amino-2-methy!-3*>nitrobiphenyI: NMR (400 MHz, 
5 acctone-d6) 8.13 (dd, 7 =7.5, l.U lH),8.09(dd,7 = 3.9, 1.8, 1H),7.73 (ddd, J = 7.7. 1.6, 
1.4, IH), 7.66 (dd, 7 = 8.0,7.8, IH). 6.99 (d, / = 8.0. lH),6.60(m, 1H),4,73 (br s, IH), 
2.18 (s,3H). 

1.2-Dihvdro-2,2.4.7'tetramethvl-6-(3-nitroDhenvnquinolme (Compound 304. structure 83 of 
10 Scheme XXI. where R^=r3-5=r6=r8>9=;H. R^nitro. R7=methvn . This compound was 
prepared according to General Method 8 (EXAMPLE 138) from 540 mg of 4-amino-2- 
methyl-3-nitrobiphenyI. Approximately 10% of the reaction mixture was worked up and 
purified to afford 1 .5 mg of Compound 304. Data for Compound 304: NMR (400 
MHz, acetoneKi6) 813 (m, 2 H), 7.76 (dd, /= 8.9, 1.2, 1 H), 7.69 (t, 7 = 15.9, 8.0. 1 H), 
15 6.93 (s, 1 H), 6.43 (s, 1 H), 5.32 (s. 1 H), 2.14 (s, 3 H), 1.95 (s, 3 H), 1.27 (s, 6 H). 



6-f5-Fluoro-2-Tnethoxv-3-nitroDhenvn-l .2-dihvdrD-2.2.4^t rimethvlQuinoHne (Compound 
305, structure 4 of Scheme II. where Rl= S-fhioro-2-meth oxv-3>nitroDhenvl^ 

20 This compound was prepared by General Method 2 (EXAMPLE 9) from compound 9 (60 
mg, 0.19 mmol) and 2-bromo-4-fluoro-6-nitroaniso]e (37 mg, 0.15 mmol). The crude 
product was purified by silica gel chromatography (EtOAc/hexane, 10:1) to afford 5 mg 
(8%) of Compound 305 as a yellow oil. Data for compound 305: NMR (400 MHz, 
CDC\3) 7.34 (dd, 7 = 7.3, 3.3, IH), 7.25 (m, 3H), 7.21 (dd, 7 = 8. 1 , 2.0, IH), 6.50 (d,7 = 

25 8.3, IH), 5.37 (s, IH). 3.89 (s, IH), 3.55 (s, 3H), 2.01 (d, J = 1 .4, IH), 1 .33 (s, 6H). 



6>{3-Chloro>2>methoxvphen vlV1.2Hiihvdro-2.2.4-trimethvlquinoline (Compound 306. 
suucture 4 of Scheme II. where R^ = 3^hloro>2-methoxvphenvn 
30 This compound was prepared by General Method 2 (EXAMPLE 9) from compound 9 (60 
mg, 0. 19 mnK>l) and 2-bromo-6-chloroanisole (33 mg, 0.15 mmol). The crude product was 



EXAMPLE 205 



EXAMPLE 206 
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purified by silica gel chromatography (EtOAc/hexane, 10:1) to affofd 6 mg (8%) of . 
Compound 306 as a yellow oil. Data for compound 306: NMR (400 MHz, CDCI3) 
7.30 (m,2H), 7.20 (m.2H), 7.05 (t, J = 8.0, 1H),6.51 (d.y=8.3, lH),5.34(s. IH),3.75 (s. 
IH), 3 J2 (s, 3H). 2.01 (s. 3H), 1.34 (s, 6H). 

5 

EXAMPLE 207 

l,2-Dihvdro-2.2.4-trimethvl>6> (2.3.4-trifluoroDhenvnquinoline (Compound 307. ^ttructure 4 
of Scheme II. w here = 2.3.4-trifluorDphenvn 

This compound was prepared by General Method 2 (EXAMPLE 9) from compound 9 (60 
10 mg, 0. 1 9 mmoJ) and 1 -bromo-2,3»4-trifluorobenzene (0. 1 1 mL, 0.93 mmol). The crude 
product was purified by silica gel chromatography (EtOAc/hexane, 10:1) to afford 30 mg 
(53%) of Compound 307 as white crystals. Data for compound 307: NMR (400 MHz, 
acctoneHJ6) 7.28 (m, lH),7.20(m,2H).7.13(dt,7=8.2, 1.9, lH),6.58(d,y=83, IH), 
5.43 (brs, lH),5.39(s, IH). 2.00 (d. 7 = L3,3H), 1.30 (s,6H). 

15 

EXAMPLE 208 

6>f3-Pr9mo-2.methvlphenvlVL2-dihvdro-2.2 4 -trimethvlquinolme (ComponnH 
stmcture 4 of Scheme If. where r1= 3> bromo-2>niftr^Y'P »^'*"Y^) 

This compound was prepared by General Method 2 (EXAMPLE 9) from compound 9 (50 
20 mg, 0. 1 6 mmol) and 2.6-dibromotoluene (0. 1 6 g, 0.64 mmol). The crude product was 
purified by silica gel chromatography (EtOAc/hexane, 10:1) to affoid 27 mg (50%) of 
Compound 308 as a colorless glass. Data for compound 308: NMR (400 MHz, CDCI3) 
7.49 (d,y=8.3, lH),7.17(d,7=6.9. IH), 7.04 (t, 7 = 7.7, IH), 6.95 (d.y = 1.9, IH), 6.89 
(dd,y = 8.0, 1.9, lH),6.46(d,y = 8.0, IH), 5.35(s, IH), 3.77 (brs, IH), 1.97 (d,/= L2, 
25 3H), 1.32 (s,6H). 

EXAMPLE 209 

7-Chloro>K2-dihvdro>2.2.4-trimethvl-6>f3- nitroDhenvnquino!ine fComi>ound 309. strucnire 
83 of Scheme X\l wh ere R1=r3-5=:r6=r8-9=h. R2^nitro. R^zrchloro^ 
30 2-Chloro-4-amino-3'-nitrobiDhenvl (st rucmre 82 of Scheme XXL where RUr3-5=r7-8=h, 
R^ffitrp, I^6-chl9rQ), This compound was prepared by General Method 14 (EXAMPLE 
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191) from 3-nitrobenzeneboronic acid (0.25 g. 1.5 mmol), 4-bromo-3-chloroani]ine (0.21 g. 
1 .0 mmol), and (PPh3)4Pd (35 mg, 0.030 mmol) to afford 0.08 g (32%) of 2-chloro-4- 
amino-3'-mtrobiphenyI as an orange solid. Data for 2-ch)oro-4*amino*3'*nitrobiphenyl: 
NMR(400MH2,acetone-d6) 8.29 (app l, J = 2 A IH). 8.18 (dt, 7=r 9.0. 1.2, lH),7.76(dd, 
5 7 = 9.0, 1.2, IH), 7.56 (t, 7=8.0, IH), 7.14 (d,7 = 8.2, IH), 6.82 (d,7=2.2, IH). 6.65 (dd,y 
= 8.2, 2.2, IH), 3.86 (br s, 2H). 

7>ChlorQ-l -2- dihvdrD-2.2,4>trimethvl>6'f3>nitTX)phenvl^uinoHne f Compound 309, structure 
83 of Scheme XXI. where r1=r3-6=r 8-9^h. R2=nitro. R7=chloroV This compound was 

10 prepared by General Method 8 (EXAMPLE 1 38) from 2-chloro-4-amino-3 -nitrobiphenyl 
(0.08 g, 0.3 mmol) to afford 15 mg (15%) of Compound 309 as an orange solid, in addition 
to 2 mg (2%) of Compound 310 (EXAMPLE 210) as an orange solid. The structures of 
Compounds 309 and 310 were secured by n.0.e. experiments. Data for Compound 309: 
lHNMR(400MH2,acetone-d6) 8.77(1,7=2.0. 1H).8.21 (dt, 7 = 9.0, 1.2, lH),7.88(dd, 

15 7 = 6.6, 1.6, 1H),7.71 (1,7=7.9, lH),7.10(s, IH), 6.67 (s, 1H),5.43 (s, IH), 1.99 (s,3H), 
1.32 (s,6H). 

EXAMPLE 2ip 

5-Chloro>l^-dihvdro>2.2.4- trimethvl»6-f3-nitrDDhenvnquinoline (Compound 310. structure 
20 83 of Schem e XXI. where Rl=R3>5gR7-9^H. R2=nitro, R6=chlorol 

This compound (2 mg, 2%) was obtained along with Compound 309 (EXAMPLE 209) as 
described above. Data for Compound 310: NMR (400 MHz, acetone-d6) 8.21 (d, 7 = 
1.4, IH), 8.20 (m. 1H),7.81 (dt,7=8.8, 1.4, lH),7.70(m, IH),7.01 (d,7=8.1, 1H),6.71 
(d.7=8.1, lH),5.74(brs, 1H),5.55 (d,7= 1.3, 1H),2.31 (d,7= 1.3, 3H), 1.28 (s,6H). 

25 

EXAMPLE 211 

8-Chloro»l,2-dihvdro-2.2.4'trimethvl-6>(3-nitroDhenvnquinoHne (Compound 311. structure 
83 of Scheme XXI. where R^=r3-7^r 9^h. R2=nitro. R8=chtoro> 
3-Chlon>4-aminO'3'-nittt>biDhenvl (structure 82 of Scheme XXL where R^=r3-7s=h. 
30 R^nitro. R8=chloro> . This compound was prepared by General Method 14 (EXAMPLE 
191) from 3-nitrobenzeneboronic acid (0.25 g, L5 mmol), 4-bromo-2-chloroaniline (0.21 g. 
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1.0 mmol). and (PPh3)4Pd (35 mg. 0.030 imnol) to afford a erode material which was used 
directly in the next step. 

8-Qiloro.l,2-dihYdro-? ?.4-trimethvl^V«itmnhe-nvlVini n oline fromnn..«d 311. >:tn.rt„». 
5 W Qf Scheme XXI, where R »=r3-7,r9^h. R2^it». pS^^ -'-n-) This compound was 
prepared by CScncral Method 8 (EXAMPLE 138) from the erode biphenyl amine obtained 
above to afford 2 mg (1%) of Compound 311 as an onmge solid. Data for Compound 311: 
iH NMR (400 MHz. acetone-dg) 8.48 (d. J = 2.0. IH), 8. 11 (dd, 7 = 8.0, 2.0. 1 H), 8.04 
(dd. J = 6.6. 1 .6. 1 H). 7.67 (t. J = 8.0. IH). 7.55 (d. J = 2.0. 1 H). 7.40 (d. J = 2.0. IH). 5.43 
10 (s, 1 H). 1 .99 (s. 3H). 1 .29 (s, 6H). 

EXAMPI.R;g12 

8-RhYl-|.2-^ihYHrp-? ?..4-trimethvl-6-f3-nitmnht.nvlV , uinoline, rCot^pound 312 f^tr^ ^^T^ 
83 9f S^hemf XXI where R '=r3-7 =r9=h. R2=nirro. R8=ethvn 
4-Amino-?-ethvl-3'-nitrohinhenvl (stmrtiin . 82 of Sch«m> XXI wh^r.. R 1=r3-7^h 
R2«nifto. R8»a flttU- This compound was prepared by General Method 14 (EXAMPLE 
191) from 3.nitroben2eneboronic acid (0.47 g. 2.8 mmol). 4-brDmo-2^thylaniline (432 mg. 
2.16 mmol). and (PPh3)4Pd (75 mg. 0.065 mmol) to afford 139 mg (20%) of 4-amino-3- 
ethyl-3'-nitroblphenyl. Data for 4-amino-3^thyl-3'-nitrobiphenyl: NMR (400 MHz. 
20 acetone-d6) 838(t./=2.1. lH).8.08(m. lH).8.00(m. IH). 7.66 (t.y = 8.0, lH).7.45(d, 
J = 2.3. IH). 7.39 (dd. y = 8.3. 2.3. IH). 6.83 (d, J = 8.3. IH). 4.68 (br s. 2H). 

8-Chloro-1.2-dihYdro.? , ? 4-trimethvl-6-f3-nitroohenvnr,ninn line rCftmnonnrf 311. sm.rf..». 
8?ofSchepieXXI where r1=r3-7=r9^h R2=ni>^ »>8-^ '-r) This compound was 
prepared by General Method 8 (EXAMPLE 1 38) from die crude biphenyl amine obtained 
above to afford 2 mg (1%) of Compound 311 as an orange solid. Data for Compound 311: 
iR NMR (400 MHz. acetone-de) 8.38 (t. J = 2.1, IH), 8.06 (m. 2H). 7.66 (t. J = 8.0. IH), 
7.34(m. lH).5.44(s. 1H),4.88 (brs, IH). 2.60(q.y= 7.5, 2H), 2.08 (s. 3H), 1.34 (s.6H). 
1.23 (t.y=7^.3H). 



25 



wo 96/19458 



PCT/US95/16096 



216 

EXAMPLE 213 

9>Chlon>-l,2-dihvcifD-2.2>dimethvl-5-coumarinor3-4-nq uinoline f Compound 313 structure 
88 of Scheme XXIH. where r1-2^r4-6=r9=h. R7^R8=nie thvL R3=chlnm^ 
2-Ainino-6-chloro-3,4*benzocouiiiann (structure 87 of Scheme XXm, where r1~%=R^ 
5 ^-H, R^schloro, an intermediate from EXAMPLE 1 09) ( 1 00 mg, 0.407 mmol) and 1 J - 
dimethyl propargyl aceutc (52 mg, 0.41 mmol) were dissolved in THF (5 mL) and treated 
with triethylamine (57 |iL, 0.41 mmol). The resulting solution was treated with CuCl (20 
mg, 0.20 mmol). The reaction mixture was heated at relux for 1 6 h. The reaction was 
quenched with 1 % (v/v) HCl (2 mL) and diluted with EtOAc (20 mL). The mixture was 

10 poured into a separatory funnel and the aqueous layer was extracted with EtOAc (2 x 20 
mL). The combined organics were washed with brine (1 x 20 mL). dried (Na2S04), 
filtered, and concentrated onto Cclite. The material was purified by flash chromatography 
on silica gel (50 g) using 15% EtOAc:hexanes as eluent to afford 50 mg of the dimethyl 
propargyl amine intermediate. This material was dissolved in THF and treated with CuCl (2 

15 mg. 0.02 mmol ) and heated at reflux for 16 h. The reaction was quenched with 1 % (v/v) 
HCl (2 mL) and diluted with EtOAc and water. The reaction mixture was poured into a 
separatory funnel and the aqueous was extracted with EtOAc (2 x 20 mL). The combined 
organics were washed with brine (15 mL), dried (Na2S04)» filtered, and concentrated onto 
C:61ite. The material was purified by flash chromatography on silica gel (20 g) using 15% 

20 EtOAc:hexanes to afford 30 mg (24%) of Compound 313 as a yellow solid. Data for 

Compound 313: NMR (400 MHz. acetone-d6) 8.07 (d. J = 2.4. 1 H). 7.99 (d. J = 8.7. 
IH). 7.91 (d.7= 10.4. lH).7.38(dd.7=8.6. 2.4. IH).7.26(d. J = 8.7, IH). 7,10 (d.y = 8.5, 
IH). 6.04 (br s.lH). 5.74 (dd. 7 = 10.4. 1.4. IH). 1.36 (s. 6H). 

25 EXAMPLE 214 

1 ,2'Dihvdro>9-methoxv>2.2.4>trimethvN5-coumarinor3.4-nquinoline (Compound 314. 
structure 41 of Scheme XL where r1=H. R2=methQxv> 

2,5'Dimethoxvphenvlboronic acid (structure 37 of Scheme XI. where R^gH. R^methoxv). 
This compound was prepared in a manner similar to that of 5-fluoro-2- 
30 methoxyphcnylboronic acid (EXAMPLE 107) from 1 -bromo-2,5-dimethoxy benzene (2.00 
mL. 13.3 mmol), n-BuLi (2.5 M in hexanes; 5.34 mL. 13.3 mmol), and trimethylborate (4.5 
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mL. 40 mmol) to afford 2.43 g (99%) of 2,5-diinethoxyphenyIboronic acid which was used 
without further purification. 



10 



15 



Methyl f2'.?--diTnethoxY-4.nitro-7-MphCTYMrt>oyY|aTr) . TTiis compound was prepared in a 
manner similar to that of methyl 5'-fluon)-2'-methoxy-4-nitto-2-biphenylcarboxylate 
(EXAMPLE 107) from methyl 2-bromo-5-nitrobenzoate (2.46 g. 9.46 mmol). (PPh3)4Pd 
(0.33 g. 0.28 mmol), and 24-diniethoxyphenyIboronic acid (2.42 g. 13.3 mmol) to afford 
2-08 g (69%) of methyl (2',5 -dimethoxy-4-nitro-2-biphenylcarboxylate) as a white solid. 
Date for methyl (2',5 -dimethoxy-4-nitro-2-biphenylcarboxylate): NMR (400 MHz, 
CDCI3) 8.70(d.y = 2.4, IH). 8.37 (dd.y= 8.4. 2.5, IH). 7.52 (d./= 8J. IH). 6.92 (dd. 7 = 
8.8, 3.0. IH). 6.84 (m. IH). 3.82 (s, 3H), 3.75 (s. 3H), 3.67 (s. 3H). 

2\?'-DimethoxY-4-nitro-2-biphpnvlcart)9^Ylirflrid . This compound was prepared in a 
manner similar to that of 5'-nuoro-2 -methoxy-4-nitro-2-biphenylcarboxyIic acid 
(EXAMPLE 107) from methyl 2'.5'^imethoxy^nitro-2-biphcnylcarboxylate (2.07 g) to 
afford 1 .93 g (99%) of 2'.5'^imethoxy-4-nitio-2-biphcnylcarboxylic acid as a white solid. 
Data for 2'^"-dinieihoxy-t-nitro-2.biphenylcarboxylic acid: Ir NMR (400 MHz. acetone- 
d6) 8.64(d.y = 2.5. IH), 8.43 (dd.7 = 8.4, 2.6. IH). 7.67 (d. 7 = 8.5. IH), 6.94 (m. 2H). 
3.80 (s. 3H), 3.68 (s, 3H). 

_ 6-MethoxY-2.Tiitro-3.4-bgnr^o,imqrin . This compound was prepared in a manner similar 
to that of 6-fluoro-2-nitro-3.4-benzocoumarin (EXAMPLE 107) from 2'.5'^methoxy-4- 
nitro-2-biphenyJcarboxylic acid (1.93 g. 6.36 mmol). SOCI2 (0.47 mL, 6.4 mmol). and 
AICI3 (0.67 g. 5.0 mmol) to afford 1.71 g (99%) of 6-methoxy-2-nitro-3.4-bcnzocoumarin 
as an orange powder. Data for 6-mcthoxy-2-nitro-3.4-benzocoumarin: NMR (400 
MHz,acetone-d6) 9.04 (d. J = 2.4, IH). 8.74 (d, 7 = 8.9. IH). 8.69 (dd, 7 = 8.9. 2.4. IH), 
7.92 (d. 7 = 2.9, IH). 7.41 (d, 7 = 9.0, IH). 7.30 (dd, 7 = 9.0, 2.9. IH). 3.97 (s. 3H). 

2->Vinin9-6-TP«-thox v-3.4-ben20coumarin rstn.r- t ure 40 of Scheme XI. whpn> R I =tf 
30 R2^cthft;<y) . This compound was prepared in a manner similar to that of 2-amino-6- 
fluoro-3.4-benzocoumarin (EXAMPLE 107) from 6-methoxy-2-nitro-3.4-benzocoumarin 
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(1.71 g, 63 minol) to afford 1.27 g (80%) of 2-ainino-6-Tnethoxy-3,4*benzocoumann as a 
white solid. Data for 2-amino-6-methoxy-3,4-benzocoumarin: NMR (400 MHz, 
acctone-d6) 8.10(d,y= 8.7, IH), 7.60(d,7 = 2.8, lH),7.55(d,7 = 2.5, IH). 7.25 (m, 2H). 
6.99 (dd, J= 8.7, 2.8, IH), 3.90 (s, 3H). 

5 

1 .2-Dih vdro-9-metliox V'2.2-4-trifneth vl-S-coumarinof 3.4'/lquinoline ( Compound 314. 
structure 41 of Scheme XL where R ^=H. R^=methoxv). This compound was prepared in a 
manner similar to that of Compxjund 207 from 2-amino-6-methoxy-3,4-benzocoumarin 
( 1 .27 g, 5.0 mmol) to afford 0.25 g (15%) of Compound 314 as a yeliow solid. Data for 
10 Compound 314: NMR (400 MHz, CDCI3) 7.73 (d, 7 = 8.6, IH), 7.35 (d, 7= 2.8, IH), 
7.23 (d, J = 8.9, IH), 7.00 (d, J = 8.6, IH), 6.92 (dd, J = 8.9, 2.8, IH), 5.57 (s, IH), 4.29 (br 
s» IH). 3.88 (s, 3H),2.11 (d,7= 1.1, 3H), 1.33 (s,6H). 

EXAMPLE 21s 

15 9-Fluoro-K2-dihvdro-2.2.4J l>tetramethvl-5-coumarinor3.4-nqu incline (Compound 315. 
stnicture 88 of Scheme XXIV. where '2=R4=R6=rH. R3=fluoro. R^=R7-9=Tnethvn 
Methvl 2 -fluoro>5 ^methoxv-6-methvM>nitro-2-biphenvl carboxvlate (strucnire 92 of 
Scheme XXIV. where R^'2-.r4sr6--h. R^sfluoro, R^=methvn . This compound was 
prepared in a manner similar to that of methyl 5'-fluoro*2 -methoxy-4-nitro-2- 

20 biphenylcarboxylate (EXAMPLE 107) from methyl 2-bromo-3-methyl-5-nitrobenzoate 

(1.73 g, 6.31 mmol), (Pni3)4Pd (0.22 g, 0.19 mmol), and 5-fluoro-2-methoxypheny}boronic 
acid (EXAMPLE 107) (1.50 g, 8.8 mmol) to afford 0.77 g (38%) of methyl T-fluoro-S*- 
methoxy-6-methyl-4-nitro-2-biphenylcarboxylate. Data for 2 -fluoro-5 -methoxy-6-niethyl- 
4-nitro.2-biphenylcarboxylate: 8.61 (d, J = 2.3. IH), 8.27 (d, J = 2.4, IH), 7.09 (m, IH), 

25 6.91 (dd, y = 9.0, 4.3, IH), 6.73 (dd, J = 8.2, 3.0, IH), 3.70 (s, 3H), 3.69 (s, 3H), 2.19 (s. 
3H). 

2-Fluoro-5-methoxV'4'nitn>-2-biphenvlcarboxvlic acid . This compound was prepared in a 
manner similar to that of 5 -fluoro-2 -methoxy-4-nitro-2-biphenyIcarboxylic acid 
30 (EXAMPLE 107) from methyl 2*-fluoro-5 -methoxy-6-methyl-4-nitro-2-biphenylcaiboxylate 
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(0.77 g) to affonl 0.73 g (99%) of 2'-fluoK>-5'-inethoxy-4.nitK>-2-biphenyJcaTboxylic acid aj 
a white solid, which was used in the next step without furthw puification. 

<?-Fluoro-4-fnefhvl-2-nitro-3.4-beii2ocouniarin This compound was pnspared in a manner 
similar to that of 6-fluoro-2-nitn>-3,4-benzocoumarin (EXAMPLE 107) fh)m 2'-nuoro-5'- 
methoxy-4-nitro-2-biphenylcarboxyIic acid (0.73 g. 2.4 mmol), 8002 (0.1 8 mL. 2.4 
mmol). and AICI3 (0.32 g. 2.4 mmol) to afford 0.63 g (95%) of 6-fluoro-4-methyl-2-nitro- 
3,4-benzocoumarin as an orange powder. Data for 6-fluoro^methyl-2-nitro-3.4- 
benzocoumarin: NMR (400 MHz. acetone-d6) 8.99 (d. 7 = 2.5, IH). 8.63 (d, 7= 2.5. 
IH). 8.29 (dd,y = 10.9. 2.4. IH), 7.53 (m, 2H). 3.14 (s. 3H). 

2-An1in(^6-fl^oro-4-mPthvl-3■4.hen7nr o umarin rstntrture 87 of Srheme XXTV «>h>.». p1- 
2=r4^r6=p^, p3^flup^^ RWthyl) . This compound was prepared in a manner similar to 
that of 2-amino-6-fluon>-3.4-benzocoumarin (EXAMPLE 107) from 6-nuoro-4-methyl-2- 
nitro-3.4-benzocoumarin (0.61 g) to afford 0.54 g (99%) of 2-amino^-nuoro^methyl-3.4- 
benzocoumarin as a white solid, which was used in the next step without further 
purification. 

?-Fluorp-1.2-dihYdro-2.2.4 1 l-t«>tnm«thvl.S-nn, T» wrinor3 4-fl^„in» |ine fComp n..nH ^^f: 

SffUffltrg ffl ^f Scheme XXTV whrre r1-2,r4=i?6^ h . R3=fh.nm p5=p7.9 ^ K y^ 

This compound was prepared in a manner similar to that of <:^>mpound 207 from 2.amino-6- 
fluoro^methyl-3.4-ben2ocoun»arin (0.54 g) to afford 0.29 g (40%) of Compound 315 as a 
yellow solid. Data for Compound 315: 1h NMR (400 MHz. acetone-d6) 7.87 (dd, J = 
1 1.4. 2.9. IH). 7.32 (dd, 7= 9.0. 5.1. IH). 7.28 (m. IH). 7.02 (s. IH). 5.52 (d.y = 1.2. IH). 
2.76 (s. 3H). 2.01 (s. 3H). 1.30 (s. 6H). 



25 
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1.2.pihYdnv? , ? 4 Q-trTnmethvl-5-coumarinof3.4-flm.innli n e rComn»„nrf ^16. stnicmm 41 
Pf Scheme XI, w here R^=H■ R2=niethvn 

2-Mcthoxv-5-methv1phenvlhomnic acid rstmt nure 37 of 5;^heme XI. w^^ f^ p- P l=if , 
30 R^apiythyl), This compound was prepared in a manner similar to that of 5-fluoro-2- 

methoxyphenylboronic acid (EXAMPLE 107) from 2-bromo-4-methylanisole (2.00 g. 9.94 
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mmol), n-BuLi (2.5 M in hexanes; 4.00 mL. 10 mraol), and trimethylborate (3.4 mL, 30 
mmol) to afford 1 .60 g (96%) of 2-niethoxy-S-methyIphenylbon>nic acid which was used 
without further purification. 

5 Methvl 2'»methoxv-5'- niethvl-4-nitro->2-biphenvlcarboxvlate . This compound was prepared 
in a manner similar to that of methyl 5'-fluon>-2*-methoxy-4-nitro-2-biphenyicarboxylate 
(EXAMPLE 107) from methyl 2-bromo-5*nitrobenzoate (1.80 g, 6,92 mmol), (PPh3)4Pd 
(0.33 g, 0.28 mmol), and 2-methoxy-S-methyl|^enylboronic acid (1 .58 g. 9.51 mmol) to 
afford 2.03 g (98%) of methyl 2 -methoxy-5 -methyl-4-nitro-2-biphenylcarfooxylate as a 
10 white solid. Data for methyl (2'-niethoxy-5 -methyM-nitro-2-biphenylcarboxylate) : 

NMR (400 MHz, CDCI3) 8.69 (d, J = 2.5, IH), 8.36 (dd, J = 8.4, 2.5, IH), 7.51 (d, J = 8.5, 
lH),7.20(m, IH), 7.07 (d,y r=2.1, 1H),6.8I (d, J = 8.4, IH). 3.75 (s, 3H), 3.69(s.3H), 
2.35 (s, 3H). 

2''Methoxv-5'-methvl-4>nitn>-2- biDhenvlcarboxvIic acid . This compound was prepared in a 
manner similar to that of 5'-fluon>-2*-methoxy-4-nitro-2'biphenyIcarfooxylic acid 
(EXAMPLE 107) from methyl 2'-methoxy-5 -methyI-4-nitro-2-biphenyIcarboxylate (2.02 g) 
to afford 1.93 g (99%) of 2 -methoxy-5-methyl-4-nitro-2-biphenylcarboxyHc acid as a white 
solid. Data for 2 -methoxy-5'-methyl-4-nitro-2-biphenylcarboxylic acid: NMR (400 
20 MHz. acetone-d6) 8 63 (d, J = 2.5, IH), 8.42 (dd, J = 8.5, 2.5, IH), 7.63 (d, J = 8.5, IH). 
7.19 (m. IH), 7.14 (d, 7 = 2.2, IH). 6.93 (d, 7= 8.4, IH), 3.70 (s, 3H), 2.32 (s, 3H). 

6-MethvU2-nitro-3,4-benzocoumarin. This compound was prepared in a manner similar to 
that of 6-f1uoro-2-nitro-3,4-benzocoumarin (EXAMPLE 107) from 2 -methoxy-5'-methy]-4- 
25 nitro-2-biphenylcarboxylic acid (1 .92 g, 6.68 mmol), SOCI2 (0.49 mL, 6.7 mmol), and 

AlCls (0.89 g, 6.7 mmol) to afford 1.65 g (97%) of 6-methyl-2-nitro-3,4-benzocoumarin as 
an orange powder. Data for 6-methyl-2-nitn>-3,4-ben20coumarin: ^H NMR (400 MHz, 
acctone^6) 9.04 (d, J = 2.5, IH), 8.69 (m. 2H), 8.26 (s, IH). 7.53 (d, J = 8.6, IH), 7.35 (d, 
7=8.6. IH), 2.49 (s, 3H). 
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2-Ainino-^lpethv|-3.4-hmzocouTnar,> (c t ^ctuw. M nf sc h eme X\ wh^,^ p l-» 
B^CthYl) . This compound was prepared in a manner similar to that of 2-amino-6-fluor<v 
3.4-be„20coumarin (EXAMPLE 107) from 6.methyl-2-nitn,-3.4-benzocouraarin (1 .64 g) to 
afford 1 .40 g (99%) of 2-amino^methyI-3,4.ben2ocoumarin as a white solid, which was 
used in the next step without further purification. 

ofSchel,XI wherel^l=H RVmethY P. Thb co^plnd wl pny^ inTmrner " 
similar to that of Compound 207 from 2-amino^methyl-3.4-benzocoumarin (1.40 g) to 
afford 0.738 g (38%) of Compound 316 as a yellow solid. Data for Compound 316: 1h 
NMR(400MHz.acetone-d6) 7-96 (d, 7 8.6. IH). 7.89 (s. IH). 7.19 (d.y = 8.6. IH) 7 18 
(m. IH). 7. 14 (d. y = 8.4. IH). 6.04 (br s. IH). 5.51 (s. IH). 2.41 (s. 3H). 1 .29 (s. 6H). n,e 
C(4) methyl is obscured by the acetone mulUplet. 

EXAMPf.R 117 

7-qiIwl . 2-ftihYtfro-2,? 4-trimethvl.5-co»o,.r;n^ p 4-nouinniin. rr-»^r ""nf ?\7 
smicture 88 of Sch^m^ vyp/ ^h^r.^ r 1=.i^ 1o^ . r2-6^h p7-9^..,,.Ky ,^ 
?^lorp-2-nirrtn>;^YPhenvlhofnnir acid fctn.cn.,> on »f ScH^^p yvtv ..„,er^ r l^^inr^ 
B_d^ This compound was prepared in a manner similar to that of 5-fluoro-2- 
methoxyphenylboronic acid (EXAMPLE 107) fhm. 2-bn,mo^hlon,anisolc (0.71 g. 3.2 
mmol). „-BuLi (2.5 M in hexanes; 1.28 mL. 3.2 mmol). and trimethylboratc (1.09 mL 9 6 
nmiol) to affo«l 0.55 g (91%) of 3-chlon>.2.methoxyphenyIboronic acid which was used 
without further purification. 
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MethYU3 -phloT^?-.mgthoxy-4-nirro-?-t,iphenylq,rhoiry|atr) . This compound was prepared 
.n a manner similar to that of methyl (5'-fluoro-2'-methoxy^nit«H2-biphenylcarboxyIate) 
(EXAMPLE 107) from methyl 2-bromo-5-nitroben2oate (0.58 g. 2.2 mmol). (PPh3)4Pd (77 
mg. 0.066 mmol). and 5^hloro-2-methoxyphenylboronic acid (0.54 g. 2.9 mmol) to afforf 
245 mg (35%) of methyl (3 -chloro-2 -methoxy-4-nitn>-2-biphenylcarboxylate) as a clear oil. 
Data for methyl (3'-chIoro-2 -mcthoxy-4-nitro-2-bjphcnylcarboxylate): 1h NMR (400 
MH2.CDC13) 8.79(d.J = 2.4. IH). 8.40(dd.y=8.4,2.4. lH),7.57(d.y=8.5. 1H).7.45 
(m, IH). 7.15 (m. 2H). 3.75 (s. 3H). 3.47 (s. 3H). 
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3'-Chloro-2'-methoxv-4-nitro-2-biphenvlcarboxv]ic acid. This compound was prepared in a 
manner similar to that of 5'-fluoro-2'-methoxy-4-nitro-2-bipheny]carboxync acid 
(EXAMPLE 107) from methyl (3'-chloro-2-methoxy-4-nitro-2-biphenylcarboxylate) 
5 (230mg) to afford 0.2 1 g (99%) of 3*-chIoro-2 >methoxy-4-nitro-2-bipheny]carboxylic acid 
as a white solid. Data for 3*'<:hloro-2 -methoxy-4-nitro-2-biphenylcarboxylic acid: ^^H 
NMR (400 MHz, acetonc-d6) 8.76 (d. J = 2.5, IH), 8.50 (dd. J = 8.4, 2.5, 1 H), 7.74 (d, J = 
8.5, 1H),7.51 (dd,y = 7.9, 1.8, 1H),7.31 (dd,y=7.4, 1.8, IH), 7.24 (t, J = 7.9). 3.47 (s, 
3H). 

10 

8-Chloro-2-nitro-3.4-benzocoumarin . This compound was prepared in a manner similar to 
that of 6-fluoro-2-nitro-3,4-ben2xx:oumarin (EXAMPLE 107) from 3*-chloro-2*-methoxy-4- 
nitro-2-biphenylcarboxy]ic acid (0.20 g, 0.65 mmol), SOCI2 (50 mL, 0.69 mmol), and 
AICI3 (85 mg, 0.65 mmol) to afford 0.18 g (99%) of 8-chloro-2-nitro-3,4-benzocoumarin as 
15 yellow crystals. Data for 8-chloro-2-nitro>3,4-benzocouniann: NMR (4(X) MHz, 

acetone-d6) 9.06 (t, / = 1 .4. IH), 8.74 (s, 2H), 8.45 (dd. J = 8.0, 1 .4, IH), 7.32 (dd, J = 8.0, 
L2, IH), 7.51 (t, J = 8.0. IH). 



2-Amino-8^hloro-3.4'benzocoumarin (structure 87 of Scheme XXIV. where R^=chloro. 
20 R2-6asHV This compound was prepared in a manner similar to that of 2-amino-6-fluoro- 
3,47benzocoumarin (EXAMPLE 107) from 8-chloro-2-nitro-3,4-benzocoumarin (0.18 g, 
0.65 mnx>l) to afford 0.10 g (62%) of 2-amino-8-chIoro-3,4-benzocoumarin as a white solid, 
which was used in the next step without further purification. 



25 7>Chloro- 1 ^-dihvdro-2.2.4-trimethvl-5-coumarinor3.4>nquinoline (Compound 317. 

structure 88 of Scheme XXIV. where R Whloro. r2-6=h. R'7'9::rmethvn . This compound 
was prepared in a manner similar to that of Compound 207 from 2-amino-9-chloro-3,4- 
benzocoumarin (0. 10 g) to afford 24 mg ( 1 8%) of Compound 317 as a yellow solid. Data 
for Compound 317: ^H NMR (400 MHz, acetone-d6) 8.04 (dd, 7 = 8. 1 , 1 . 1 , IH), 7.98 (d, 

30 J=8.7, IH), 7.48 (dd,y = 9.0, 1.1, IH). 7.28 (t, 7 = 8.8, 1 H), 7.23 (d, 7 = 8.6, lH),6.24(br 
s, IH), 5.55 (d, y =: 1 X IH), 2.08 (s. 3H), 1 .3 1 (s, 6H). 
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318. structure 32 of SchimP IX. whete R = S-fluotohgnTyn 

To a solution of Compound 225 (EXAMPLE 125) (10 mg. 0.03 mmol) in CH2a2 (5 ml) 
was added triethylsilane (0.05 ml, 0.3 mmol) and trifluoroacctic acid (0.024 ml. 0.3 mmol) 
at rt. The reaction was monitored by TLC and was found to be complete after 15 hours. 
The reaction mixture was quenched with an aqueous 10% NaOH solution (5mL) then 
extracted with EtOAc (10 mL). The organic layer was washed with brine (3 x 5 mL). dried 
(Na2S04). then concentrated w VACUO to afford a yellow oil. The crude product was 
purified by prep TLC (5 X 20cm, 250mm, 1:1 CH2Cl2:hexane) to afford 1.0mg(8%)of 
Compound 318 as a yellow oil. Data for Compound 318: Rf=0.26 (silica gel. 25% 
EtOAc:hex);lHNMR(400MHz.CDCl3)7.66(d,7=8.5. 1 H). 7.48( d. 7= 8.5 1 H).7.23 
(m.2H).7.03(m. 1 H). 6.89 (m, 3 H). 6.61 (d.y=8.5. 1 H).6.10(m. 1 H).5.49(s. 1 H), 
3.98 (brs. 1 H).3.10(m. 1 H).2.73(m. 1 H). 2.29 (s. 3 H). 1.29(s.3H). 1.19(s,3H). 

EXAMPLF. 219 

( ^-9-ChlmtVl.?-dihvdr.vWtho«v-27A-rriT ,> thvl-5W-chrnm.nof3.4-nnuinolin. 
fCgmPOTPri stmcture 47 of Schan^. YTy rI^h R2=.hi»^. R3=^^,hvl v^) 

( ^-?^hlonv1 ?-<iihY<lrff- ; ^-hydr9itY-2. 2.4.trimeth Y l - 5 W^mm.nnfi d.n T».,^|p^ 
(structyrp ^ pf ,Srhl?me XfV whrn> R l^H R2^hi»^^ ^.Ci^i^i^o.Uy ^^^yj.u..^.,^ 
1.2-dihydro-5-hvdroxvmethvl-2.2.4-trim>.thY tq uinoline r<tn.Pt..re 94 of y yv 
where Rt-2=R4-6=H.R3^Mon> ^7-9 ^.^hy,^ . Compound 209 (EXAMPLE 109) (100 
mg. 0.307 mmol) was dissolved in THF. cooled to -40»C. and treated with DIBAL (614 mU 
0.614mmol.lMinTHF.Aldrich).warmingto-20«'Cover30min. The reaction mixture 
was quenched with NH4CI (sat) (2 mL) and allowed to warm to rt. The reaaion mixture 
was poured into a separatory funnel containing EtOAc and water. The aqueous was 
extracted with EtOAc (2 x 20 mL). The combined organics were washed with NaCl (sat) (1 
X 15 mL). dried (Na2S04). filtered, and concentrated onto Celite. The material was 
purified by flash chromatography using 25% EtOAcrhexanes to afford 65 mg of (J?/S).9- 
chloro-1.2-dihydro-5-hydn>xy-2.2,4-trimethyl-5//-chromeno[3.4-/]quinoline (stnicture 46 of 
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Scheme XIV. where R^=H. R^schloro) and 20 mg of 6-(5-ch]oro-2-hydroxyphenyI>-]«2* 
dihydro-5-hydroxymethyl-2.2,4-triinethylquinoline (structure 94 of Scheme XXV, where 
r1 -2-r4-6=h. R3=chloro. r7-9 ^methyl). Data for (/&^9-chloio-] «2-dihydro-5-hydroxy- 
2,2.4-trimethyl-5H-chromenoI3.4./]quinoline: NMR (400 MHz, acctonc-de) 7.71 (d, J 
5 = 2.4, 1 H), 7.55 (d, J = 8.4, 1 H), 7. 1 1 (dd, J = 8.5, 2.4, I H), 6.94 (d. 7 = 8.4, 1 H). 6.84 (d, J 
= 5.9, 1H),6.78 (d,7 = 8.2, 1H),6.01 (d,y = 6.0, lH),5J6(bs, IH), 5.52 (s, IH), 2.36 (s, 
3H). 1.31 (s,3H). 1.18 (s,3H). Datafor6-(5-chloro-2.hydroxyphcnyI)-l,2^ihydro-5- 
hydn>xyinethyl-2,2,4-trimethylquinolme: NMR (400 MHz, acetone-d6) 7.1 8 (dd, 7 = 
8.5. 3.0. IH), 7.10(d,7 = 2.5, 1H),6.92 (d.y=8.6, IH), 6.75 (d, 7 = 8.0, lH),6.63(d,/ = 
10 8.1, lH),5.46(s, lH),5.25(s, IH), 4.55 (ABq.7= 1 1.4, 2H), 2.35 (s. 3H), 1.27 (s.6H). 

(/l^-9'Chloro-1.2Klihvdro-5>methoxv-2.2.4'trimethv]-5f/-chrornenor3.4'/1quinoline 
(Compound 319. structure 47 of Scheme XIV. where R^=H. R^hloro. R3=methvl. X=Q) . 
(/^y)-9K:hlon>-l,2-dihydro-5-hydroxy-2,2.4-Uiniethyl-5//-^hronieno[3,4-/|qui (30 

15 mg, 0.092 mmol) was dissolved in methanol (3 mL) and treated with p-toluenesulfonic acid 
(10 mg). After 10 min the reaction was quenched with NaHCOs (2 mL). The resulting 
mixture was diluted with water (2 mL), poured into a separatory funnel, and extracted with 
EtOAc (3 X 20 mL). The combined organics were washed with NaCl(sat) (1 x 20 mL), 
dried (Na2S04), filtered, and concentrated onto Celite. The material was purified by flash 

20 chromatography on silica (20 g) using 10 % EtOAc:hexanes as eluent to afford 20 mg (64%) 
of Compound 319 as an opaque oil. Data for Compound 319: NMR (400 MHz, 
acetoneHl6) 7.73 (d, 7 = 2.4, IH). 7.56 (d, 7 = 8.3. IH), 7. 1 7 (dd. 7 = 8.2. 2.4, IH), 7.08 (d,7 
= 8.3. IH). 6.80 (d, 7 = 8.3. IH), 6.37 (s, IH), 5.62 (br s,lH), 5.54 (s, IH), 3.44 (s. 3H), 2.27 
(2, 3H). 1.32 (s, 3H). 1.17 (s, 3H). 



9-C:hloro-1.2>dihvdro-2.2.4-trimethvl~5//-chromenor3.4>/lquinoline (Compound 320. 
stTucnjre 93 of Scheme XXV. where R^'^^R^-^^H. R3=chloro. R7-9=niethvn 
6-(5-Chloro-2-hydroxyphenyl)-l,2-dihydro-5-hydroxymethyl-2.2,4-trimethylquinoline 
30 (EXAMPLE 2 1 9; structure 94 of Scheme XXV. where R J -2=r4-6=h, R3=chloro, r7-9 

=methyl)(20 mg, 0.061 mmol) was dissolved in CH2CI2 and treated with thionyl chloride (5 



EXAMPLE 220 
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ML, 0.067 mmol) and triethylamine (9 pL 0.067 mmol). After 2 h the reaction was 
quenched with water and poured into a separatory funnel containing CH2CI2 (20 mL) and 
water (lOmL). The aqueous was extracted with CH2CI2 (2 x 20 mL). The combined 
organics were washed with NaQ (sat)(l x 15 mL), dried (Na2S04), filtered and 
concentrated. The resulting benzyl chloride intermediate was dissolved in 1,2- 
dichloroediane (ImL) and treated with triethylamine (100 mL), then heated to reflux. After 
1 h the reaction was quenched with water and poured into a separatory funnel. The pH was 
adjusted to 6 (1 %v/v HCl) and the aqueous was extracted with CH2a2 (2 x 20 mL) The 
combined organics were washed with NaCl(sat) (20 mL), dried (Na2S04). filtered, and 
concentrated onto Celite. The material was purified by flash chromatography on silica gel 
(20 g) using 5% EtOAc:hexanes to afford 10 mg (53%) of Compound 320. Data for 
Compound 320: 1h NMR (400 MHz. acetone-d6) 7.60 (d. 7 = 2.4, I H). 7.43 (d, / = 8.4, 
IH), 7.08 (dd. J = 8.5,2.4. Ih). 6.89 (d. J = 8.5. IH). 6.70 (d, 7 = 8.4, IH), 5.56 (br s, IH). 
5.49 (s, IH), 5.32 (s, 2H). 2.1 1 (s, 3H). 1.25 (s, 6H). 



15 
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EXAMPLE 221 

(m)-9-Qt^T^\ 7-dihYdro-2.2.4-trimethvl-5.pmp v loxv.5W-chrnnienor3.4-flq..ip ,^i;,^^ 
(COmPPWnd 321 stmrnire 47 nf .Sch^ime XIV. wh^m R I=h. R2=rhloro, RS^mpyl , v^) 

(iWS)-9-ChIoro-l,2-dihydn)-5-hydroxy.2,2,4-trimethyl-5//-chromeno[3.4-/]quinoline 
(EXAMPLE 219: stnicture 46 of Scheme XIV, where Rl=H. R2=chloro) (30 mg, 0.092 
mmol) was dissolved in 1-propanol (3 mL) and treated widi p-toluenesulfonic acid (10 mg). 
After 10 min the reaction was quenched with NaHCOs (2 mL). The resulting mixnire was 
diluted with H2O (2 mL), poured into a separatoiy funnel, and extracted with EtOAc (3 x 
20 mL). The combined organics were washed with Naa(sat) ( 1 x 20 mL), dried (Na2S04), 
filtered, and concentrated onto celite. The material was purified by flash chromatography 
on silica (20 g) using 10 % EtOAc:hexanes as eluent to afford 22 mg (61%) of Compound 
321 as an opaque oil. Data for Compound 321: 1h NMR (400 MHz, acetone-d6) 7 73 (d. 
/=2.4, IH), 7.56 (d,y= 8.5. IH). 7.14 (dd.y = 8.3, 2.5. IH). 7.03 (d, 7= 8.5. lH).6.80(d. 
J = 8.5, IH). 6.46 (s. IH), 5.60 (br s. IH). 5.53 (s, IH), 3.81 (m, IH), 3.59 (m, IH), 2.29 (s, 
30 3H), 1 .46 (m. 2H), 1 .32 (s, 3H). 1 . 1 7 (s. 3H), 0.75, (m, 3H). 



25 
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f/6^9>Fluoro>K2^hvdK>>5-methoxv>2.2.4.triinethvl-Sf/-chi ^ 

fConroound 322, stnictuie 47 of Scheme XIV, where Rl=H. R2=nuorD. R3=methvL X=QV 
This compound was prepared in a manner similar to that described for Compound 319 
5 (EXAMPLE 2 1 9) from Compound 207 (55 mg) to afford 34 mg (59%) of Compound 322 as 
a clear oil. Data for Compound 322: NMR (4(X) MHz, acetone-d6) 7.53 (d, 7 = 8.5, 
IH),7.48 (dd, 7=^9.9. 3.0, 1 H), 7.05 (dd, 7 = 8.7,4.9, lH),6.92(m, IH), 6.80(d,y= 8.3, 
1 H), 6.34 (s, 1 H), 5.54 (d, 7 = 1 .4. I H). 3.44 (s, 3H), 2.28 (d, 7 = 1 .4, 3H), 1 .32 (s. 3H), 1.16 
(s. 3H). 



(/^y)-9-Fluoro- 1.2-dihvdro~2.2.4-trimethvl-5*thiopropoxv-5f^-chronienor3.4-nQuinoline 
(Compound 323 . structure 47 of Scheme XIV. where R^=H. R^fluoro. R^^rpropvK X=SY 
(/^yV9-Fluoro>1. 2«dthvdro-5>hvdroxv>2.2.4-trimethvl-5^-<;hromenor3>4-n^ 

15 (structure 46 of Sche me XIV. where R^=H. R^fluoroV This compound was prepared in a 
manner similar to that of 9-chloro-l,2-dihydro-5-hydroxy-2,2,4-trimethyl-5//- 
chromeno[3,4-y]quinoline (EXAMPLE 2 1 9) from Compound 207 (0. 1 6 g, 0,5 1 mmol) to 
afford 80 mg (50%) of 9-nuorO'l,2-dihydro-5-hydroxy-2,2,4-trimethyl-5J7-chromeno[3,4- 
yiquinoline as a white solid. Data for 9-fluoro- 1 ,2-dihydn>-5-hydroxy-2,2,4-trimethyl-5/f- 

20 chromeno[3,4-y]quinoline: NMR (400 MHz, acetone-d6) 7.52 (d, J = 8.5, IH), 7.46 
(dd, 7 = 9.9, 2.9, IH), 6.93 (m, lH),6.86(m,2H),6.78 (d,7 = 8.5, I H), 5.98 (d, 7 = 6.0. 
lH),5.56(brs, IH).5.52 (d,7= 1.1, IH). 2.37 (d.7= 1.2, 3H), 1.30(s. 3H), 1.18(s, 3H). 

(/^y>«9-Ruoro- L2-dihvdro-2.2.4-triniethvl-5>thioproiX)xv-5//^hromenor3.4-/1qui 
25 fComix>und 323. structu re 47 of Scheme XTV. where R >=H. R^^Huoro. R^^propvL X=S^ . 
This compound was prepared in a manner similar to that of Compound 319 (EXAMPLE 
219) from 9-fluoro-1.2-dihydro-5-hydroxy-2,2,4-trimethyl-5//-chromeno[3.4-/]quinoHne 
(18 mg) to afford 21 mg (99%) of Compound 323 as a clear oil. Data for Compound 323: 
iH NMR (400 MHz, acetone-d6) 7.48 (d, 7= 8.5. IH), 7.45 (dd. 7= 10.0, 1.7. IH). 7.14 (s, 
30 IH). 6.95 (m, 2H), 6.73 (d, 7 = 8.5, IH). 5.52 (d. 7 = 1.3, IH), 2.76 (m. IH), 2,58 (dt, 7 = 
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12.9. 7.4. IH). 2.47 (d.7= 1.2, 3H), 1.66 (m. 2H). 1.25 (s. 3H). 1.22 (s, 3H). 0.95 (1.7= 7.3. 
3H). 



EXAMPI-R 224 

^ ^ ^?-P^O">-^?S^ihYd^o-2.2.4^rimcthvl-5-nmnoxv-5W-chmm^n o ^3■4-flnMinnl^p^. 

(CpmpQuntf 3?4. ^tctpre 47 of Scheme XIV. wh ^ re R l=H R2^uoro. R3=p ,npyf ^ Y_r>^ 
This compound was prepared in a manner similar to that of Qimpoond 319 (EXAMPLE 

219) from 9-nuoro-1.2-dihydro.5-hydroxy-2A4-trimethyl-5ff-chromeno[3.4-/]quinoIine 
(EXAMPLE 223) (20 mg) to afford 21 mg (95%) of Compound 324 as a white solid. Data 
10 for Compound 324: 1h NMR (400 MHz. acetone-de) 7.53 (d. J = 8.4. IH). 7.47 (dd, 7 = 
9.9, 2.9, 1 H). 7.02 (dd. 7 = 8.8. 5.0, 1 H). 6.95 (m. 1 H). 6.80 (d. 7 = 8.5, IH). 5.53 (d. 7 = 
1.5. 1H).3.81 (dt, 7 = 9.2. 6.7. IH). 3.58 (dt.7 = 9.2, 6.7. IH). 2.29 (d..7= 1.5, 3H). 1.46 
(sext. 7 = 6.9. 2H). 1 .32 (s, 3H), 1 .16 (s. 3H). 0.75 (t. 7 = 7.4. 3H). 

EXAMPLE 22.S 

f^-5-PvfYl-9-<rhlorr>. 1 .2-dihvdro.2.2.4.triniethvl.SW-^ h roinenor^ 4.n^ ..in»i;„, 
fCompownd 32.^. stnicture 42 nf Sr heme XI ^x,\u^ rI=H- R2=rhlom. R=hntv)) 
This compound was ptepared by General Method 5 (EXAMPLE 60) from Compound 209 
(38 mg. 0.12 mmol) and 2.5 M «-BuLi in hexanes (0.28 mL. 0.70 mmol) to afford 7 mg 
(1 6%) of Compound 325 as a clear oil. Data for Compound 325: NMR (400 MHz. 
acetone-d6) 7.72 (d. 7 = 2.4. I H). 7.58 (d. 7= 8.5, lH),7.12(dd.7=8.3.2.5. lH).7.05 (d, 
7 = 8.5. lH).6.75(d.7 = 8.5, lH).5.53(s. 1H).4.82 (t.7 = 8.0. IH).2.40(m.2H).2.09(s. 
3H). 1 .5- 1 .4 (m, 6H), 1 .25 (br s, 6H), 0.95 (t, 7 = 7.8, 3H). 

^ EXAMPLE 22lt 

(/yy)-5-Butyl-17.dihvdr[>-9-methoxv-2.2.4.irimftt h v|.5W-rhm,^ y por3.4-nf,..innli^ <. 
(Cppipound 326 stnicnine 42 nf .Sc heme XL when- RI=H R2=methoxv. R=h..»vn 
This compound (12 mg, 33%) was obtained as a by-product in the formation of Compound 
355 (EXAMPLE 255) as a colorless oil. Data for Compound 326: NMR (400 MHz, 
30 acetone-de) 7.47 (d, 7 = 8.4, 1 H). 7.20 (d. 7 = 2.8. 1 H). 6.80 (d. 7 = 8 J, 1 H), 6.69 (m. 2H). 



20 
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5.79 {dd,J= 10.3, 3.2. IH), 5.51 (d.y= 1.2, IH), 3.80 (s. 3H), 2.24 (d,7= 1.0, IH). 1.74 
(m, IH), 1,5-1.3 (m, 5H). 1.27 (s, 3HX 1.18 (s.3H). 0.84(1,7 = 7.5, 3H). 

EXAMPLE 227 

5 fJ^yv9«Fluom-l-2-dihvdm-2.2.4.5-tetr amethvl-Sff>chromenor3.4-fl (Compound 
32r stnictore 42 of Scheme XI. wh ere R^=H. R2=fluoro. R=methYl>. 
This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 207 
(36 mg. 0. 1 2 mmol) and 1 .4 M MeLi in ether (0.45 mL, 0.63 nmiol) to afford 6 mg ( 1 6%) of 
Compound 327 as a clear oil. Data for Compound 327: NMR (4(X) MHz, acetone-d6) 

10 7.46 (d, J = 8.4. IH), 7.41 (dl, J = 10.0, 1.5, IH). 6.84 (m, 2H). 6.80 (d. J = 8.5. IH), 6.07 
(q.y = 6.5, IH), 5.53 (d,y= 1.4, IH), 2.25 (d,J= 1.1. 3H), 1 .32 (d, 7 = 6.5. 3H). 1.26 (s. 
3H). 1.20(s,3H). 

EXAMPLE 228 

15 (/Z/y>-9-Fluoro-1.2-dihvdro-2.2.4-trimethv]>5tf-chromenor3.4>/1quinoline (Compound 328, 
structure 42 of Scheme XL where R^=R=H. R2=fluoro) . 

This compound was prepared in a manner similar to that described for Compound 202 
(EXAMPLE 102) from 9-fluoro-1.2-dihydro-5-hydroxy-2,2,4-trimethyl-5H-chronicno[3,4- 
yjquinoline (EXAMPLE 223) (15 mg) to afford 14 mg (99%) of Compound 328 as a clear 
20 glass. Data for Compound 328: NMR (400 MHz, acetone-d6) 7.41 (d, J = 8.4. IH), 
7.41 (dt, 7 = 10.0. 1.5. IH), 6.84 (m, 2H). 6.70 (d.7 = 8.4, IH), 5.49 (d.7= 1.2. IH). 5.29 
(s. 2H). 2.1 1 (d. 7 = 1 .6. 3H). 1.26 (s. 6H). 

EXAMPLE 229 

25 iR/S\- 1 .2>DihvdTo-9-methoxv>2.2.4.trim ethvl>Stf-chromenor3,4-/lquinoltne (Compound 
329. structure 42 of Sch eme XL where R ^=R=H. R2=methoxv). 
(/2/yWL2-I>ihvdro>5-hvdroxv-9«Tnethoxv-2.2.4-trimethvl-5H -chromenor3.4-/l^ 
(structure 46 of Scheme XIV. where R^=H. R^=Tnethoxv) . This compound was prepared in 
a manner similar to that of 9-chioro- 1 ,2-dihydro-5-hy droxy-2.2,4-trimethyl-5//- 

30 chromeno[3.4-^quinolinc (EXAMPLE 219) from Compound 314 (24 mg. 0.075 mmol) to 



229 



afford 15 mg (62%) of I,2-dihydrD-5-hydroxy-9-inethoxy-2,2.4-triinethyl-5//- 
chroineno[3.4-/]qutnoIine as a white solid, which was used directly in the next step, 
ffiff)-! .2-Dihydro-9-methoxv-2.2 4-trimethvl.^ W^ronr»ennr^.4-flQuinn1in,. rComnoiinH 
3?9. stnicture 42 of Scheme XI. where RI:=R» H . R2^gthn,v^ This compound was 
5 prepared in a manner similar to that described for Compound 202 (EXAMPLE 102) from 
U-dihydK)-5-hydroxy.9-methoxy-2,2,4-trimethyl-5ff-chromeno[3.4-/Jquinoline (15 mg) to 
afford 12 mg (98%) of Compound 329 as a clear glass. Data for Compound 329: 1h NMR 
(400MHz.acetone-d6) 7.41 (d,y = 8.3. lH),7.l6(d.y = 3.0. 1H).6.81 (d,y=8.6, IH). 
6.68 (m. IH). 5.48 (d. 7= 1.2, IH). 5.23 (s. 2H). 3.80 (s, 3H). 2.10 (d.y = 1.2, 3H), 1.24 (s, 
10 6H). 



15 
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EXAMPLE 230 

(R/S)- 1 .2-Dihydro.2,2,4.9-tetramethvl-5ff-chromennr^ 4-fl a uinoline rromnonnd UlUt 
structure 42 of Schpm.. YI. where R 1=R=H. R^^mPthyl) 

This compound was prepared in a manner similar to Compound 229 (EXAMPLE 229) from 
Compound 316 (34 mg. 0. 1 1 mmol) to afford 1 6 mg (50%) of Compound 330 as a clear oil. 
Data for Compound 330: »H NMR (400 MHz. acetone-d6) 7.42 (m. IH). 7.41 (d, J = 8.4, 
lH).6.90(m, IH), 6.76 (d,y = 8.0. IH). 6.64(d.y= 8.4. H).5.48(s. 1H).5.41 (brs. IH). 
5.25 (s. 2H), 2.30 (s. 3H). 2. 1 1 (d. 7 = 1 .4. 3H). 1 .24 (s, 6H). 



EXAMPLE 231 

(^-7-Chlffrn-l , 7-dihvdro.2.2.4-trimethvl-5//.chrnmenor3 4.flq..inni i ne fComp nnpri . 
jttiucture 93 of Srhemf XYIV. wher^ R l=»>h |om. r2-6=h Ti7-9^„^ yx^ 

This compound was prepared in a manner similar to Compound 229 (EXAMPLE 229) from 
25 Compound 317 (20 mg. 0.061 mmol) to afford 1 1 mg (58%) of Compound 331 as a dear 
oil. Data for Compound 331: NMR (400 MHz, acetone-de) 7.57(dd.7 = 7.9. 1.2, IH). 
7.42 (d. 7 = 8.4, 1 H). 7. 1 8 (dd, 7 = 7.9. 1 .2. 1 H). 6.98 (t. 7 = 7.9. 1 H). 6.70 (d, 7 = 8.4, IH). 
5.56 (brs. lH),5.50(d,7= 1.2. lH),5,40(s,2H),2.14(d,7= 1.3, 3H), 1.25 (s,6H). 
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EXAMPLE 232 

fJZ/.yw9-^hlorQ-1.2-dihvdro-2.2.4.S-tetramethvl-S/^^^ fCompound 
332. stnicture 42 of Scheme XI. where R^-R R^hloro. R^methyn 

5 

This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 209 
(40 mg. 0.123 mmol) and methyllithhim (438 ^1, 0.614 nunol, 1.4 M in ether, Aldrich) to 
afford 8 mg (20%) of Compound 332 as an opaque oil. Data for Compound 332: NMR 
(400 MHz, acetone.d6) 7.65 (d, J = 2.5, Ih), 7.49 (d, 7= 8.4, IH), 7.08 (dd, J= 8.5, 2.4, 
10 IH), 6 85 (d, y = 8.5, IH), 6 70 (d, J= 8 5, IH), 6.09 (s, IH), 5.52 (s, IH), 2.25 (s, 3H), 
1.32 (d, J= 6.5, 3H), 1.26 (s, 3H), L20 (s, 3H). 

EXAMPLE 233 

15 ^/^^^5^(4-BromophenvtV9>chlo^o■K2>dihvd^o■2.2.4-t^imethv^5//-ch^omenof3■4- 

/Iquinoline (Compound 333. structure 42 of Scheme XI. where R=4-bromophenvi. R^=H. 

R^=cn 

This compoimd was prepared by General Method 5 (EXAMPLE 60) from Compound 209 
20 (40 mg, 0.123 mmol) and 1,4-dibromobenzene (203 mg, 0.859 mmol) to afford 1 1 mg 

(19%) of Compound 333 as a pale cream colored oil. Dau for Compound 333: NMR 
(400 MHz, acctone-d6) 7.59 (d, 2.4, IH). 7.58 (d. J = 6.3, IH), 7.42 (d, J= 8.5, 2H), 
7.16 (d, J= 8.5, 2H), 6.94 (dd, J= 8.2. 4.2, IH), 6.92 (s,lH), 6.84 (d, J- 8.4, IH), 6.77 (d, 
J= 8.4. IH), 5.68 (br s, IH), 5.48 (s. IH), 1.98 (s, 3H), 1.27 (s, 3H), 1.24 (s, 3H). 

25 

EXAMPLE 234 

(;^/^9>Chlo^o>S«f3^hlorophenvlV^2-dihvdro>2.2.4>trimethvl-5/^^^^ 

/iQuinoline (Compound 334, stnicture 42 of Scheme XL where R=3-cMoroDhe nvL R^°H. 

30 R2=cn 
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This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 209 
(40 mg. 0.123 mmol) and S-bromochlorobenzene (164 mg, 0.856 mmol) to afford 9 mg 
(17%) of Compound 334 as a pale yeUow oil. Data for Compound 334: 1h NMR (400 
MHz, acetone.d6) 7.61 (d, y = 2.3, IH), 7.59 (d. y = 9.0. IH), 7.25 (m. 4H). 6.95 (m 2H) 
5 6 85 (d. y = 8.3. IH). 6.83 (d, J= 7.3, IH). 5.72 (br s. IH). 5.50 (s, IH). 2.00 (s. 3H) 1 28 
(s. 3H). 1.26 (s, 3H). 

EXAMFl.K M< 

^^y>-9-rhloro-l ?-dihYdro.2 7 4-trimethvl-S-/^.n,^h».r K ^v,VS„^h,„p ,^^p , 
/Iquinpline (Compounders nn.pture 42 of Srhrn... XI wh.»> R=:»-^ ^ v,„h^^ 



15 



20 



25 



This compouml was prepared by General Method 5 (EXAMPLE 60) from Compound 209 
(20 mg, 0.061 mmol) and 3-bromotoluene (147 mg. 0.859 mmol) to afford 10 mg (41%) of 
Compound 335 as a pale white oil. Data for Compound 335: Ifl NMR (400 MHz, acetone- 
d6) 7.59 (d.y= 2.4. lH).7.58(d,y=9.1. IH). 7 19 (m. 2H), 6 95 (m.3H). 6 83 (d y=85 
IH), 6.78 (d. y- 8.5, IH), 5.64 (br s. IH), 5.81 (s. IH), 2.20 (s, 3H). 2.05 (s. 3H) 1 27 (s 
3H), 1.24(s,3H). 

EXAMPI.F 

(/?/y)-9-Chloro-M4.ghloro.l.m.,hvlnh«wlVl 2^^A^-^ ^ 
^ SS-ea where R-4 rM^^S-methvlphenvl 



This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 209 
(20 mg. 0.061 mmol) and 5-bromo-2-chlorotoh,ene (177 mg. 0.859 mmol) to afford 9 mg 
(34%) of Compound 336 as a cream colored oil Data for Compound 336 1h NMR (400 
30 MHz. aceton^) 7.60 (d, y = 2.4. IH). 7.57 (d.y = 8.5. IH). 7.23 (m, 2H), 7.00 (m. 2H), 
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6.91 (s, IH), 6.84 (d, J - 8.2, IH), 6.79 (d, •/= 8.5, IH), 5.68 (br IH), 5.48 (ds, IH), 
2.23 (s, 3H). 1.99 (s. 3H), 1.27 (s, 3HX 125 (s. 3H). 



5 

f/^yW9-ChlQro^L2>d ihvd^o-S^^3^rtrifluoromethvnDhenvn^^^ 
/iQuinoline (Compound 337, structure 42 of Scheme XL where R=3- 
(trifluoromethvnphem^L R^=R K^D 

10 This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 209 
(40 mg, 0.123 mmol) and 3-bromobenzotrifluoride (276 mg, 1.23 mmol) to aiford 1 1 mg 
(20%) of Compound 337 as a cream colored oil. Data for Compound 337: NMR (400 
MHz, acetone-d6) 7.61 (d. 7 = 2.3, IH), 7.52 (m, 4H), 7.07 (s, IH). 6 99 (dd, J= 8.5, 2 4, 
IH), 6.87 (d, 7= 8.3, IH), 6.84 (d, J= 8., IH), 5.73 (br s, IH), 5.51 (s, IH), 2.01 (s, 3H), 

15 1.27 (s,6H). 



(/^^9-Chloro>5>r3.5>dichlorophenvlV1.2-dihvdro-2.2.4-trim ethvl-S//-chrome^^^ 
20 /Iquinoline (Compound 338. structure 42 of Scheme XL where R==3 .5>di chlorophenyL 

This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 209 
(40 mg, 0.123 mmol) and l-bromo-3,5*dichlorobenzene (277 mg, 1.23 mmol) using diethyl 
25 ether for the formation of the aryl lithium in the first step. The final step afforded 1 1 mg 
(20%) of Compound 338 as a pale yellow oil. Data for Compound 338: NMR (400 
MHz, acetone-d6) 7.64 (d,y= 2.3. IH), 7.61 (d, J= 8.5, IH), 7.32 (s, IH), 7.20 (s,lH), 
7.19(s, IH), 7.03 (dd, J =8.9, 2.4, IH), 6.91 (s, IH), 6 89 (d,7=67, IH), 6.88 (d, •7=6.7, 
IH), 5.78 (br s, IH), 5.53 (s, IH), 2.03 (s, 3H), 1.28 (s. 3H), 1.27 (s, 3H). 



EXAMPLE 237 



EXAMPLE 238 



30 
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EXAMPLE 239 



(/^ff)-9-ChlQrP-l.?-dihvdrn-5-f4-methoxvDheiivlV2-2 4-tri m ethvl.Sf/-eh^^^ a. 
/Iquinoline fComPOimd 339. structure Ar o f Schemit XI where R= 4-fnrthn»vp hy||Yl 
Rl=H R2=rn 

This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 209 
(40 mg, 0 1 23 mmol) and 4-bromoanisole (230 mg. 1 .23 mmol) to aiford 1 1 mg (21%) of 
Compound 339 as a pale yellow oil. Data for Compound 339: NMR (400 MHz, 
acetone-d6) 7.59 (d. J= 2.5. IH). 7.56 (d. J= 8.5. IH). 7, 1 1 (d. J= 8 7, 2H). 6.94 (dd. J = 
8.5. 2.4, IH), 6 89 (s. IH). 6.82 (d. 7= 8.5. IH). 6.75 (m. 3H), 5.61 (br s. IH). 5.45 (s, IH). 
3.69 (s. 3H). 1.99 (s. 3H). 1.26 (s. 3H). 1.23 (s. 3H). 



EXAMPLE 240 

(/^y)-9-CWt>ro-5-f3-fluom-4-methoxvp h^n vlvi 2.rtihvHr ^ 2^2 4-triin.>rhy| .sp- 

«»rgipfflor? , 4-^miinolinfi (Compound 340 structure 42 nf sc heme Xl wh^re R=3.flunr»- 
4-methoxvphenvl r1=H r2=^|) 

This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 209 
(20 mg, 0.061 mmol) and 4-bromo-2-fluoroanisole (88 mg, 0.429 mmol) to afford 8 mg 
(29%) of Compound 340 as a pale yeUow oil. Data for Compound 340: 1h NMR (400 
MHz. acetone^) 7.60 (d. J - 2.4. IH). 7.58 (d. 7= 8.5. IH), 7.02 (dd, J= 10.2. 2.4. IH). 
6.97 (dd.J= 8.5. 2.3. IH). 6 94 (d. J= 8.5, IH). 6.90 (s. IH). 6.89 (m. IH). 6.84 (d. J= 
8.5. IH), 6.79 (d. J= 8.5, IH), 5.68 (br s. IH), 5.48 (s, IH), 3.79 (s. 3H). 2.00 (s, 3H). 1.27 
(S.3H), 1.24(s.3H). 
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EXAMPLE 241 

f/g/y>-9>Chloro-5-(4-fluoroDhenvlV 1 ,2-dihvdrc>-2>2.4>trimcthvN5^>chroinenor3.4- 
flquinoline(CoTnpound 341. structure 42 of Scheme XI. where R=4-fluoroDhenvL R^=H> 

5 This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 209 
(40 mg, 0.123 mmol) and 4-fluorophenyl magnesium bromide (1 ml, 1.03 mmoK 1 M, 
AJdrich) to afford 1 1 mg (22%) of Compound 341 as a pale yellow oiL Data for Compound 
341: iR NMR (400 MHz. acetone-d6) 7.60 (d, J = 2.4, IH). 7.58 (d, J = 7.3, IH), 7.24 (m. 
2H). 6.96 (m. 4H), 6.84 (d, /= 8.3. IH), 5.67 (br s. IH), 5.48 (s, IH), 1.98 (s, 3H). L26 (s. 

10 3H), 1.24(s.3H). 

EXAMPLE 242 

(J^/y>-9>Chloro-5-G-chloro-4-methoxv-5-methv]p henvlV1.2^ihvdro-2.2.^^^ 
chromenor3.4>flQuinoline rCompound 342. structure 42 of Scheme XI. where R=3>chloro- 

15 4«methoxv>5-methvlphenvL R^=H. R^CI> 

This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 209 
(40 mg, 0.123 mmol) and 4-bromo-2-chloro-5-methylanisole (181 mg, 0.770 mmol) to 
afford 12 mg (21%) of Compound 342 as a pale yellow oil. Data for Compound 342: 
NMR (400 MHz, acetone-d6) 7.61 (d,7=:2.4, lH),7.58(d, 7=8.4. lH),7.03(m, IH). 

20 6.99 (dd, J = 8.5, 2.4, 2H), 6.91 (s. IH), 6.84 (dd, J = 8.3, 3.8, 2H), 5.69 (br s, IH), 5.49 (s, 
IH), 3.70 (s,3H), 2.18(s,3H).2.01 (s, 3H), 1.27 (s, 3H). 1.26(s.3H). 

EXAMPLE 243 

f/2/y^-9-Chloro-5>r4'fluoro-3-methvlphenvl V 1 .2-dihvdro-2,2.4-trimethvl-5/y>chromenor3.4- 
25 /iQuinoline (Compound 343. structure 42 of Scheme XL where R=4-fluon>-3-methvlphenvl. 
Rl=H.R2=cn 

This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 209 
(40 mg, 0.123 mmol) and 4-fluoro-3-phenyl magnesium bromide (1 ml, 1.026 mmol, IM, 
Aldrich) to afford 8 mg (16%) of Compound 343 as a pale yellow oil. Data for Compound 
30 343: NMR (400 MHz. acetone-d6) 7.59 (d. J = 2.6. IH), 7.57 (d. J = 8.6, IH). 7.12 (d. J 



WOM/194S8 



PCT/US9S/16096 



235 

= 8.1, IH). 6.99 (m. IH), 6.96 (dd,y = 8.2. 2.4. IH), 6.90 (m, IH), 6.84 (d. 7 = 8.3. IH). 
6.77(d. J = 8.5. lH).5.68(brs. lH),5.48(s. lH).2.14(s, 3H), 1.25 (s.3H). 1.24 (s.3H). 

EXAMPLE 244 

^ f/^y)-9-ChloiD-5-f3-flaoroDhenvlV1. 2-^ihvdro-2.2.4-trimethvl-5W-<:hiwnenft[^ , 4. 

flquipoling fComnound 344. stnictufc 42 of Sc heme XI. where Rrf-flnnmphenvl. R 1=H , 

This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 209 
(40mg.0.]23mmo])and l-bromo-S-fluorobenzene (150 mg. 0.860 mmol) to afford 11 mg 
10 (22%) of Compound 344 as a pale yellow oil. Data for Compound 344: 1hNMR(400 
MHz. acetone-d6) 7.61 (d,y = 2.4, 1H).7.59 (d.y = 8.4. lH).7.29(m. lH).7.04(d.7 = 7.9. 
1 H). 6.97 (m. 4H). 6.85 (d. J = 8.5, 1 H). 6.80 (d. 7 = 8.5. 1 H). 5.7 (br s. 1 H). 5.50 (s. IH). 
2.01 (s. 3H), 1.27 (s. 3H). 1.25 (s. 3H). 

'5 EXAMPLE 24i> 

(/y5)-K2-Dihvdro-2.2.4-trimethvl-S-f(3.4-Tnet hvlenedtftxv^phenvn-SW.fhronienof:^4]- 
Aiuinoline rCompound 3 45. structure 32 of Scheme IX. whem R=-t , 4- 
fmethvlen edioxvtpheny^ 

This compound was prepared by the General Procedure 5 (EXAMPLE 60) from 4-bromo- 
20 1 .2-(methylenedioxy)benzene (201 mg, 1 .0 mmol) and Compound 159 ( 1 5 mg. 0.05 mmol) 
to afford 1.5 mg (8%) of Compound 345 as a colorless oil. Data for Compound 345: 1h 
NMR (400 MHz. acetone-de) 7.60 (d, J = 7.6, 1 H). 7.55 (d. J = 8.4. 1 H). 6.98 (t. 7 = 7.6. 1 
H). 6.88-6.60 (m. 6 H). 5.98 (s. 1 H), 5.91 (s. 2 H). 5.51 (bs. 1 H), 5.46 (s. 1 H). 2.02 (s, 3 
H). 1.25 (s. 3 H). 1.23 (s. 3 H). 

25 

EXAMPLE 24<t 

f/y.y>-S-(4-Chlon>-3-methvlphenvl^-1.2-dihYd ro-2.2.4-trimethvl.SW-chTnfnenDr3.41- 
ftuinpline fComponnd 346. structure 32 of Sche me IX. where R=4-chlnm-^-methvlnhenvl^ 
This compound was prepared by the General Method 5 (EXAMPLE 60) from 5-bromo-2- 
30 chlorotoluene (206 mg. 1 .0 mmol) and Compound 159 ( 1 0 mg, 0.03 mmol) to afford 8.0 mg 
(67%) of Compound 346 as a colorless oil. Data for Compound 346: NMR (400 MHz. 
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acetone-d6) 7.60 (d. J = 7.6, 1 H), 7.55 (d. y= 8.4, 1 H). 7.23-7.19 (m, 2 H). 7.01 (d, J= 9.9. 
1 H). 6.97 (d, 7= 7.7, 1 H), 6.89 (s. 1 H). 6.88-6.81 (m, 2 H). 6.78 (d, J = 8.0. 1 H). 5.55 (bs. 
1 H). 5.48 (s, 1 H). 2.22 (s. 3 H). 2.00 (s, 3 H), 1.26 (s. 3 H), 1 .24 (s. 3 H). 

5 EXAMPLE 247 

f /y5^5-f 4-Bromo-3-pvridvl V 1 .2. 3.4-letrahvdro-2.2-dimethvl-4-niethvlideiie-5 W. 
chronienof3.4-nquinoline fCompound 347. structure 33 of Scheme IX. where R=4-bromo- 
3-pvridvn. 

This compound ( 1 .8 mg. 3%) was obtained as a colorless oil along with Cbmpound 197 as 
10 described above (EXAMPLE 97). Data for Compound 347: NMR (400 MHz, CDCI3) 
8.22 (d, J = 5.2. 1 H). 7.56-7.49 (m. 2 H), 7.34 (s, 1 H), 7.12 (d. J= 6.5, 1 H), 7.03 (td, J = 
7.4. 1 .3. 1 H). 6.92 (td. J = 7.4. 1 .3. 1 H). 6.86 (d. J = 7.5. 1 H). 6.61 (d. J = 8.2. 1 H). 6.58 
(s. 1 H).4.98(s. 1 H).4.52(s, 1 H).2.43(d.7= 14.5. 1 H).2.22(d.y= 14.5. 1 H). 1.34 (s. 
3H), 1.17 (s, 3 H). 

15 

EXAMPLE 248 

f/?/5>-S-f3.S-Di fluorophenvl)-1.2-dihvdro-2.2.4-trimethvl-5W-chromenor3.4-nquinoline 
fComix>und 348. structure 32 of Scheme IX. where R=3.S-difluorophenvn 
This compound was prepared by the General Method 5 (EXAMPLE 60) from I-bromo-3,5- 
20 difluorobenzene ( 1 93 mg. 1 .0 mmol) and Compound 159 (20 mg. 0.07 mmol) to afTord 1 4 
mg iSi%) of CcHnpound 348 as a coloriess oil. Data for Compound 348: Ifl NMR (400 
MHz, acetone-d6) 7.63 (d. J = 7.6. 1 H). 7 J8 (d. 7 = 8.4. 1 H). 7.03 (t. 7 = 7.7. 1 H). 6.95 (s. 
1 H). 6.94-6.83 (m. 6 H). 5.62 (bs. 1 H). 5.1 1 (s, 1 H), 2.04 (s. 3 H), 1.27 (s. 3 H). 1.26 (s. 3 
H). 

25 

EXAMPLE 249 

rg/.9VS-f3.5-Dichlorophenvn-1.2-dihvdrD-2.2.4-trimethvl-5W-chromenor3.4-flquinoline 
fCompound 349. structure 32 of Scheme IX. where R=3.5-dichlorophenvn 
This compound was prepared by the General Method 5 (EXAMPLE 60) from l-bromo-3.5- 
30 dichlorobenzene (226 mg. 1 .0 mmol) and Compound 159 ( 1 5 mg. 0.05 mmol) to afford 20 
mg (95%) of Compound 349 as a colorless oil. Data for Compound 349: IR (neat) 3350. 
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10 



IS 



2940. 1690. 1590, 1480. 1070; 1h NMR (400 MHz. acetone-d6) 7.63 (d. J = 7.7. l H), 7.58 
(d. J = 8.4. 1 H). 7.29 (t. y = 1.9. 1 H). 7.20 (d, 1.9. 2 H). 7.03 (t. J = 7.7, 1 H), 6.97 (s. 1 
H). 6.93-6.85 (m, 3 H), 5.63 (bs, 1 H), 5.53 (s. 1 H). 2.04 (s. 3 H). 1.28 (s. 3 H), 1.27 (s, 3 
H): 13CNMR(100MHz,acetone-d6) 151.0, 147.3. 145.7. 135.5. 135.1. 135.0. 129.0, 
128.8. 128.6. 128.4. 127.8. 125.3, 124.6, 123.2. 123.0. 120.3, 1 19.7, 1 18.3, 1 16.4. 1 16.3. 
74.9. 51.2, 24.6. 

EXAMPLE 2S0 

f/?/y)-5-f3-PmiTio-S-niethYlphenvlV].2-dihvdrcv2.2 4-i ri niethvl.SW-/.hronienf>r^4- 
nquipoline (Comnonnd 350. .stn.rt.. ai 32 of .Sghwne IX. where R=3-broino-S. 
methvlphenvl) 

This compound was prepared by the General Method 5 (EXAMPLE €0) fran 3.5- 
dibromotoluene (250 mg. 1.0 mmol) and Compound 159 (10 mg. 0.03 mmol) to afford 6.1 
mg (46%) of Compound 350 as a colorless oil. Data for Compound 350: NMR (400 
MHz. acetone-d6) 7.61 (d./=7.7, 1 H). 7.56 (d. 7 = 8.4. I H).7.I7(s. 1 H),7.14(s. 1 H). 
7.10(s. I H).7.01 (t,y=7.7. 1 H).6.91 (s. 1 H). 6.90-6.82 (m. 3 H), 5.58 (bs, 1 H),5.50(s, 
1 H). 2.21 (s. 3 H), 2.02 (s. 3 H), 1.27 (s, 3 H), 1.26 (s, 3 H). 

EXAMPI.FM^ 

20 f/?/5>.5-f3-Bromo-5-fluort>nhenvlVl-2wlihY d io-2.2.4.frim,.thvl-5W.^hrnTn>.no p, A- 

flqwnpline (Compound structure 32 of Schem., lY wiw^ p =3-bmmo-S.fi..nro ph.nyi^ 
This compound was prepared by the General Method 5 (EXAMPLE 60) from 1 .3-dibiomo- 
5-fluorobenzcne (254 mg. 1.0 mmol) and Compound 159 (10 mg, 0.03 mmol) to affoid 6.2 
mg (46%) of Compound 351 as a white powder, along with 0.7 mg (5%) of Compound 352 
(EXAMPLE 252). Data for Compound 351: mp 82-84 OC; IR (neat) 3367, 1699, 1595. 
1581. 1469. 1435. 1251; IrNMR (400MHz, acetone-d6) 7.63 (d.y = 7.7. 1 H).7.58(d.y 
= 8.4. 1 H). 7.23 (d. J= 5.2. 1 H). 7.20 (s. 1 H). 7.08-7.02 (m, 2 H). 6.97 (s, 1 H), 6.94-6.85 
(m. 3 H). 5.64 (bs. 1 H). 5.53 (s. I H). 2.04 (s. 3 H). 1.28 (s. 3 H), 1.27 (s. 3 H); 13c NMR 
(100MHz.aoctone-d6) 163.4 (d. J = 250 Hz). 151.1. 147.3. 146.4 (d. J = 7.0 Hz), 135.0. 
129.1. 128.8. 128.4. 128.3. 125.3. 124.6. 123.2. 123.0. 122.9. 120.4. 1 19.7. 119.2 (d.y = 
24.8 Hz), 1 18.3, 1 16.4. 1 15.2 (d. 7 = 22.2 Hz). 74.9, 51.2, 29.4, 24.0. 



25 



30 



wo 96/19458 PCT/US95/16096 

238 

EXAMPLE 252 

(i?/^-5-(3-Bromo-S>fluoroph envlVL2J.4-tetrahvdro>2.2Kiimethvl^methvH^ 
chroinenor3.4-fiQuinoline (Compound 352. stnicture 33 of Scheme IX. where R=3-hromf>. 
S-fluorophenvn 

S The compound (0.7 mg, 5%) was obtained along with Compund 351 as described above 
(EXAMPLE 25 1 ) as a coloriess oil. Data for Compound 352: NMR (400 MHz, 
CDCl3)7.54 (d,J = 7.7, I HX7.51 (d.y=8.4. 1 H), 7.24 (d. /= 5,5. 1 H), 7.06-6.84 (m,5 
HX 6.60 (d. J ^ 8.4, 1 H), 6.57 (s, 1 H). 4.96 (s, 1 H), 4.56 (s. I H). 4.01 (bs. 1 H), 2.42 (d, J 
= 12.3, 1 HX 2.21 (d, y = 12.3, 1 H), 1.34 (s, 3 H), 1.15 (s, 3 H). 

10 

EXAMPLE 253 

(/?/^-5-f4>Fluoro-,3 >ftrifluoromethvnphenvn-K2-dihvdro^2.2.4-trimethvU5f/- 
chromenor3.4-nquinoline (C ompound 353. stmcnire 32 of Scheme IX. where R=4-fluoro- 
3-(trifluoromethvnphenvn 
15 This compound was prepared by the General Method 5 (EXAMPLE 60) from 5-bromo-2- 
fluorobenzotrifluoride (243 mg, 1 .0 mmol) and Compound 159 (10 mg, 0.03 mmol) to 
afford 3.5 mg (27%) of Compound 353 as a colorless oil. Data for Compound 353: 
NMR (400 MHz, acetone-d6) 7.62 (d, / = 7.7, 1 H), 7.61-7.53 (m, 3 H), 7.27 (t. J = 7.7, 1 
H), 7.04-6.82 (m, 5 H), 5.62 (bs, 1 H), 5.51 (s, 1 H), 2.02 (s, 3 H), 1.26 (s. 6 H). 

20 

EXAMPLE 254 

(/g/y)-9-Fluoro- 1 .2 -dihvdro-2.2.4-trimethvl-5-(3-methvlphenvlVSf/-chromenor3.4- 
flouinoline (Co mpound 354. structure 42 of Scheme XL where R=3-methvlphenvL R^=H. 

25 This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 207 
(31 mg, 0.10 mmol) and 3-bromotoluene (90 mL, 0.74 mmol) to afford 18 mg (46%) of 
Compound 354 as a coloriess glass. Data for Compound 354: NMR (400 MHz, 
acetone.d6) 7.53 (d, J = 8.5, IH), 7.33 (dd, J = 9.9, 2.9, IH), 7.08 (m, 2H), 6.98 (d, J = 6.7, 
2H), 6.89 (s, IH), 6.83 (d, J = 8.5, IH), 6.75 (nu 2H), 5.48 (s, IH), 2.20 (s, 3H), 1.99 (s, 

30 3H), 1 .27 (s, 3H), 1 .25 (s, 3H). 
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EXAMPLE 255 

(^-K2-Dihvdro-9-inethoxv-2.2.4-trimethvU5 >f3>methvlphe.nvlVS^^ 

nquinolinc fCotimound 355. stnicture 42 of Sche me XL where Rs=3.Tnethv]phenvl. r1=H. 

R^smethoxv^ 

5 This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 314 
(32 mg, 0-10 mmol) and 3-bromoto)uene (90 mL, 0.74 mmol) to afford 10 mg (25%) of 
Compound 355 as a colorless glass. Data for Compound 355: NMR (400 MHz, 
acetone-d6) 7.53 (d. 7 = 8.5, IH). 7.13 (d, 7 = 2.8, IH), 7.08 (m, 2H), 6.99 (m, 2H), 6.83 (d, 
7 = 6.0, IH). 6.80 (s. lH),6.70(d,y = 8.7, 1H).6.55 (dd, 7^=8.7,2.8. IH), 5.46 (d,7= 1.2, 
10 IH), 3.72 (s, 3H), 2.24 (s, 3H), 1.98 (s, 3H). 1.26 (s, 3H). 1.24 (s. 3H). 

EXAMPLE 256 

f/;/g^-9-FluorrH.^>r3-fluQm^-iT iethoxvphenvl)>L2-dihvdro-2.2.4>trime^^ 
chromenor3,4-nn»ino]ine (Compound 356. structur e 42 of Schemi> XL where R=^,nnnrr^. 
15 4>methoxvphenvL r1=H, r2:^f) 

This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 207 
(41 mg, 0.12 mmol) and 4.bromo-3-fluoroanisole (0.13 mL, 1.0 mmol) to afford 1 1 mg 
(20%) of Compound 356 as a yellow oil. Data for Compound 356: Ir NMR (400 MHz, 
acetoneKl6)7.55 (d,7=8.5, 1H),7.35 (dd,7= 10.0,2.8, IH), 7.01 (dd.7= 12.5, 1.9. IH). 
20 6.95(t,7=6.9, IH), 6.87 (m, 3H). 6.74 (m, 2H), 5.48 (d, 7= 1.2. IH), 3.79 (s. 3H), 1.97 (s, 
3H), 1.27 (s,3H), 1.24 (s,3H). 

EXAMPLE 257 

(/g>g)-9-Fluoro>L2-dihvdro-2.2,4-tnmethvl.5>r3- ftrinuommethvhphenvl^ 
^ chromenor3,4>nquinoline (Compound 3 57. stnicture 42 of Scheme XL where R=^. 
(trifluoromethvl)phy pvL r1=H 

This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 207 
(40 mg, 0.12 mmol) and 3-bromobenzoaifluoride (0.14 mL, 1.0 mmol) to afford 1 1 mg 
(20%) of Compound 357 as a yellow oil. Data for Compound 357: NMR (400 MHz, 
10 acctone-d6) 7.54 (d, 7 = 8.5, 1 H), 7.35 (dd, 7 = 9.9. 2.9, IH). 7. 10 (m, 2H), 6.98 (d, 7 = 6.7, 
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2H), 6.89 (s, IH), 6.85 (d, J= 8.5, IH), 6.75 (m. 2HX 5.48 (s, IH), 1.99 (s. 3H), 1.27 (s, 
3H), 1.25 (s,3H). 



5 (/e^-9-Flu oro-5-(4-fluofo-3-methvlphen vl V 1 .2-dihvdTO-2.2.4«trimethvl-5tf -chromefior-^.a. 
/iQuinoline fCompound 358> stnicture 42 of Scheme XI. where R=s4-fluQro-3^fnethvlphftiiYf , 

This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 2V7 
(38 mg, 0.12 mmol) and 1.0 M 4-fluoro-3-methylphenyl magnesium chloride in THF 
1 0 ( Aldrich) to afford 25 mg (5 1 %) of Compound 358 as a yellow oil. Data for Compound 
358: 1h NMR (400 MHz, aceione-d6) 7.54 (d, J = 8.4, IH), 7.34 (dd, J = 10.0, 2.8, IH), 
7.14(m, lH),7.00(m, IH). 6.91 (d, 7 = 9.6, 1H).6.88 (s, 1H),6.83 (d, 7=8.4, 1H),6.79- 
6.68 (m, 2H), 5.48 (s. IH), 2.13 (s, 3H). 1.99 (s, 3H), 1.27 (s, 3H), 1.24 (s, 3H). 

15 EXAMPLE 259 

(ZV5-(2.4>Difluorobenzvltd ene>-K2Klihydro>2.2.4>trimethv]>5//-^hromenQr3.4>flquinoli 
(Compound 359- stnicture 45 of Scheme XIIl. where R^=R^H, R3=2>4-difluorophenvn 
This compound was prepared by General Method 6 (EXAMPLE 1 19) from 2,4- 
difluorobenzyl bromide (0.27 ml, 2.10 mmol) and compound 159 (20 mg, 0,07 mmol) to 

20 afford 1 6 mg (56%) of Compound 359 as a yellow oil. Data for Compound 359: Rf=0.44 
(silica gel, 25% EtOAc:hex); NMR (400 MHz, acetone-d6) 8.43 (m, IH), 7.86 (d. 7 = 
8.5, 1 H), 7.67 (d, 7 = 8.5, 1 H), 7.20 (m, 2 H), 7.1 1 to 7.03 (m, 3 H), 6.86 (d, 7 = 8.5, I H). 
5.88 (s, 1 H), 5.55 (s, 1 H), 2.1 1 (s, 3 H), 1.29 (brs, 6 H). 

25 EXAMPLE 260 

fZ>-5-f 3,4-DifluorobenzvlideneV 1 ■2>dihvdr o-2>2.4«trimethvl-5//-chromenor3.4-/quinoline 
(Comnound 360. stnicture 45 of Scheme XIH, where rUr2=h. R3=3,4-difluoroDhenvn 
This compound was prepared by Genera] Method 6 (EXAMPLE 1 19) from 3,4- 
' difluorobenzyl bromide (0.27 ml, 2.10 mmol) and Compound 159 (20 mg, 0.07 mmol) to 
30 afford 20 mg (70%) ofCompound 360 as a yellow oil. Data for Compound 360: Rf=0.44 
(silica gel, 25% EtOAc:hex); NMR (400 MHz, acetone-d6) 7.83 (m, 2 H), 7.66 (d, 7 = 
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8.5. 1 H). 7.55 (m. I H). 7.31 (m. 1 H). 7.24 (m. 2 H). 7.10 (m. I H). 6.85 (d, J= 8.5. 1 H). 
5.67 (s. 1 H). 535 (s, 1 H), 2.08 (s. 3 H), 1 .28 (bis. 6 H). 

EXAMPLE 2<1 

^ (?>-g-(?-FIWPmbcnZVlideneVI 2.3.4-tetrahvriro.2.2.4-rrimi^hv | -5W^hmm..n» r^ ^- 

flflMinolinc fComnoiind 361. stnich.re « nf .Sclw^ ff XXX. wh..r.. r1==r2»h r3='<. 
difluomnh^nYl) 

A solution of Compound 159 (20 mg. 0.07 mmol) in EtOAc ( 10 ml) was stined over 10% 
Pd/C (5 mg) at it under an atmosphere of H2 (1 atm) for 15 h. The reaction mixtuie was 
10 filtered then concentrated in vacuo to afford 14 mg (70%) of the I.2.3,4-tetrahydro-2.2.4- 
trimethyl-5«-coumarino[3,4-e]quinoline as a yellow solid. Accoiding to General Method 6 
(EXAMPLE 1 19). from 3-fluon)benzyl chloride (0.17 ml. L40 mmol) and 1.2.3.4- 
tctrahydro-2A4-trimethyl-J//-coumarino[3,4-*.]quinoline (14 mg. 0.05 mmol) was obtained 
8.6 mg (46%) of Compound 361 as a yellow solid. Data for Compound 361: Rf=0J8 
(silica gel. 25% EtOAcrhex); iH NMR (400 MHz. acetone-d6) 7.82 (d. J = 8.5. 1 H). 6.69 
(m. 1 H). 7.62 (d./= 8^, I H). 7.58 (d, 7 = 8.5. 1 H). 7.40 (m. 1 H), 7.22 (m. 2 H). 7^08 (m. 
1 H). 6.97 (m. 1 H). 6.74 (d. 7= 8.5. 1 H). 6.24 (s. 1 H). 5.30 (brs. 1 H). 3.76 (m. 1 H). 1.97 
(m, 1 H). 1.55 (m. 1 H). L40 (d. 7= 6.6. 3 H). 130 (s. 3 H). 1.26 (s. 3 H). 

^ EXAMPLR 2<tl 

(a-?-f?.6-Pifluofnbf pTVlideneV 1 .2-dihvrtm-2.2.4-rrim>thyl - 5//^hrnmPnof ^ 4-nauinr.l.nP 

(Compound362 fimirtiifr4S9f Scheme Xm whereRl^R2=H P 3 =2.6.diflnnr»p h.nY. ) 

This compound was prepared by General Method 6 (EXAMPLE 1 19) from a-bromo-2.3- 

difluorotoluene (0.43 g. 2.1 mmol) and Cbmpound 159 (20 mg. 0.07 mmol) to afford 4.4 
25 mg (16%) of Compound 362 as a yellow oil. Data for Compound 362: Rf=0.45 (silica gel. 

25% EtOAc:hex): NMR (400 MHz. acetone-d6) 7.83(d. J = 8.5. 1 H), 7.68 (d. 7= 8J>. 

I H).7.35(m. 1 H),7.15(m, 1 H).7.04(m,3H),6.90(d.7=8.5H. 1 H).6.87(d.7=8.5. 1 

H). 5.61 (s. 1 H). 5.57 (s. 1 H). 2.23 (s, 3 H). L32 (bis. 6 H). 



15 
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EXAMPLE 263 

f2n-l-2>>Dihvdn>-5-(2-methvlbenzvlideneV2.2.4*trimethvI-5f/'K:hromenof3.4>noui 
(ComTX)und 363. structure 45 of Scheme XIII. where R^=R^H. R3=2-TncthvlDhenvn 
This compound was prepared by General Method 6 (EXAMPLE 1 1 9) from a-chloro-€>- 
5 xylene (0.20 ml, 1 .6 mmol) and Compound 159 ( 1 5 mg, 0.05 mmol) to afford 1 5 mg (76%) 
of Compound 363 as a yellow oil. Data for Compound 363: RfsO.45 (silica gel, 25% 
EtOAcrhex); NMR (400 MHz, acetone-d6) 8.22(d, J = 8.5, 1 H). 7.82 (d. J = 8.5, 1 H). 
7.64 (d, J = 8.5, 1 H), 7.26 to 7.04 (m, 6 H), 6.83 (d, / = 8.5, 1 H), 5.94 (s, 1 H). 5.54 (s. 1 
H), 2.28 (s, 3 H), 2.15 (s, 3 H), 1.25 (brs, 6 H). 

10 

EXAMPLE 264 

fZ>- 1 ^-*Dihydro-S-f 2.4,6-trimethvlbenzvlideneV2.2.4-trinicthvl-5//-chromcnor3.4~ 
/quinoline (Compound 364. stnictore 45 of Scheme XHI. where R 1=r2=H. r3=2.4.6- 
trimethvlphenvn 

15 This compound was prepared by General Method 6 (EXAMPLE 1 1 9) from a- 

chloroisodurene (0.50 g, 3.0 mmol) and Compound 159 (30 mg, O.IO mmol) to afford 20 
mg (50%) of Compound 364 as a yellow oil. Data for Compound 364: Rf=0.40 (silica gel, 
25% EtOAcrhex); NMR (400 MHz, CDCI3) 7.65 (d, J = 8.5, 1 H), 7.51 (d, / = 8.5, I 
H), 7. 1 5 (t, J = 8.5, 1 H), 6.93 (t, J = 8.5,, 1 H), 6.88 (s. 2 H). 6.80 (d, J = 8.5, 1 H). 6.65 (d. 

20 J = 8.5, 1 H), 5.69 (s, 1 H), 5.50 (s, 1 H), 3.73 (brs, 1 H), 2.28 (s, 6 H), 2.26 (s, 3 H), 2.16 (s. 
3 H). 1.45 (brs, 6 H). 

EXAMPLE 265 

fZ^9-Chloro-5-(23-difluorobenzvlideneV 1 .2-dihvdro-2.2.4-trimethvl-5/f »chromenof 3.4- 
25 flquinollne (Compound 365, structure 45 of Scheme XIII. where R^=H. R^=C1. R3rr2.5- 
difluorophenvn 

This compound was prepared by General Method 6 (EXAMPLE 1 19) from Compound 209 
(40 mg, 0.123 nunol) and a-bromo-2,S-difluorotoluene (414 mg, 2.0 mmol) to afford 10 mg 
(19%) of Compound 365 as a yellow oil. Data for Compound 365: NMR (400 MHz, 
30 acetoneKi6) 8.05 (m. IH), 7.87 (s,lH), 7.72 (d, J = 8.5, IH). 7.26 (m, IH), 7.19 (m, IH), 
7.06 (m, IH), 6.90 (d, J = 8.5. IH), 5.94 (s, IH), 5.57 (s, IH), 2.1 1 (s, 3H), 1 .32 (br s, 6H), 
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EXAMPLE 266 

f?>-?-BpnZYlidgm;-9-ffhloro-1.2-dihvdrr>.2^.4-trimi.rhvl. 5 tf.chmmPnn 
fCQlppouod 366, Mnicture 45 of Scheme CTl wtw. re r1=H. r2=ci. R3^ t,y^y,^ 
This compound was prepared by General Method 6 (EXAMPLE 1 19) from Compound 209 
(40 mg. 0.123 mmol) and benzyl magnesium chloride (614 \iL, 0.614 mmol, IM. Aldrich) 
to affofd 10 mg (20%) of Compound 366 as a yellow oil. Data for Compound 366: 
NMR (400 MHz. acetone-d6) 7.83 (d, J =2.3. IH). 7.81 (m, 2H), 7.67 (d. 7 = 8.4. IH). 7.39 
(ro, 2H). 7.21 (m. 3H). 6.84 (d. 7 = 8.5. IH), 5.71 (s. IH). 2. 10 (s. 3H). 1 .34 (br s. 6H). 

EXAMPLE 267 

(Z)-9-Ch|9ro-l?-dihydrfv2.2.4-trimethvl-5-f2-methvlh^nTv | idene^.SWw»ht»n, ^n^p.., 
fiqujnolinc fromnniind 367. stnirtiire 4S of .<^h>n ie XTIl. wh.^ rI^h. r2^I I^S^y. 
methvlphenyl) 

This compound was prepared by General Method 6 (EXAMPLE 1 19) from Compound 209 
(50 mg. 0.154 mmol) and a-chloro-o-xylene (345 mg, 2.46 mmol) to afford 14 mg (22%) of 
Compound 366 as a yellow oil. Data for Compound 366: 1h NMR (400 MHz. acetone-de) 
7.85 (d. y = 2.5. IH). 7.66 (d, 7 = 8.5. IH), 7.17 (m. 2H). 7.1 1 (m. 2H), 6.80 (d. 7= 8.5. 2H). 
6.55 (s. IH). 5.73 (s. 1H).4.98 (s. IH). 2.19 (s, 3H). 1.29 (br s. 3H). 1.21 (s, 3H). 

EXAMPLE liM 

fZ)-g-Bgffy,Yli<1pnf-<^rhlorfvl.2Klihvdro-2.?-dimethvUSW-^hr»» « nor3^^^ 
(Compound 368. stnicmre 95 of .Seh^m^ XXVI wh..m R 1-2=r4-6:,r9=h. R7=R8=^,hvi 
R>0=phenvU 

This compound was prepared by General Method 6 (EXAMPLE 1 19) from Compound 313 
(25 mg, 0.080 mmol) and benzyl magnesium chloride (0.802 mL, 0.802 mmol. 1 M solution 
in ether. Aldrich) to afford 5 mg (16%) of Compound 368 as a yellow oil. Data for 
Compound 368: NMR (400 MHz, acetone-d6) 7.86 (d, 7 = 7. 1 , IH). 7.79 (d. 7 = 2.2. 
IH). 7.63 (d, 7 = 8.5. IH). 7.40 (m. 2H), 7.20 (m, 4H). 6.89 (d. 7= 8.6. IH), 6.78 (d, 7 = 8.4. 
30 lH).5.99(s. I H). 5.70 (d. 7 =8.3. IH), 1.37 (s.6H). 



20 



25 



wo 96/19458 PCTAJS9S/16a96 

244 

EXAMPLE 269 

(Z)-9-ChlonvS-f2«fluorobcnzvlideneVl^Kiihvdix>-2,2.4-trimethvl-5f/-chro 
flouinoHne (Compound 369, structure 45 of Scheme XIH. where rUh. R2=ri R^:=7. 
5 fluorophenvH 

This compound was prepared by General Method 6 (EXAMPLE 1 19) from Compound 209 
(40 mg, 0.123 mmol) and 2-fluorobenzylbromide (160 mg, 0.860 mmol) to afford 9 mg 
(]8%) of Compound 369 as a yellow oil. Data for Compound 369: NMR (400 MHz, 
acetone-d6) 8.32 (m, lH).7,84(d.i=: 1.7, IH). 7.69 (d.7= 8.5. IH), 7.26 (m, 2H). 7.20 (d, 
10 J = 3.0, lH).7.18(m,2H),6.87(d.7 = 8.5, lH).5.97(s, lH).5.57(s. 1H),2.11 (s.3H). 
1.33 (brs,6H). 

EXAMPLE 270 

(Z>>9-Chloro-5-( 3>fluorobenzvlidcneV1.2-dihvdro>2.2.4-trimethv]-5f/-chromenor3.4- 
15 nquinoHne (Compound 370, stnicnire 45 of Scheme XIH. where RUh. R2=rCl. r3=3> 

fluffipph^pyi) 

This compound was prepared by General Method 6 (EXAMPLE 1 19) from Compound 209 
(38 mg, 0.12 mmol) and 3-fluorobenzyl chloride (0.23 mL, 1.9 mmol) to afford 20 mg 
(42%) of Compound 370 as a yellow oil. Data for Compound 370: NMR (400 MHz, 
20 acctone-d6) 7.85(d,7=2.3, IH), 7.69 (d,y« 8.5, lH),7.66(m, lH),7.52(d,y = 7.7, IH). 
7.41 (m, lH).7.25 (m,2H). 7.01 (m. IH), 6.87 (d, 7 = 8.4, IH), 5.73 (s, IH), 5.57 (d, 7 = 
1.2, IH), 1.45-1.35 (br d, 6H). The C(4) methyl is obscured by the acetone multiplet. 

EXAMPy^27| 

25 fiSyZV5-Benzvlidene-9-fluoro-1.2-^ihvdro-2.2.4-trimethvl-5//^^ 

fComtx>und 371, stnicture 45 of Scheme Xm. where R^=H. r2=F. R^gphenvh 
This compound was prepared by General Method 6 (EXAMPLE 1 19) from Compound 207 
(79 mg, 0.25 mmol) and 1 .0 M benzylmagnesium chloride in Et20 (Aldrich) to afford 20 
mg (19%) of Compound 371 as a yellow oil, as a 2: 1 Z/E mixture. Data for Compound {Zy 

30 371: 1h NMR (400 MHz, acetonc-d6) 7.80 (d, J = 7.7, IH). 7.6 (m, 2H), 7.39 (t, / = 7.8. 
IH). 7.23 (m. 2H), 7.15 (m, IH), 7.08 (m. IH), 6.95 (m, IH), 6.83 (dd,7= 8.4, 2.8, IH), 
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5.70(s, 1H).5^5 (d./= 1^. IH).2.10(s. 3H). 1.35-1.25 (brd. 6H). The characteristic 
signals for (£)-371 are: 633 (s. IH).5.04(s. IH). 1.94 (d.y= 1.2. 3H). 1.33 (s.3H). 1.00 



(s,3H). 



EXAMPIKYT? 

(Z).5.Ben^lidene^-f,.,^n>-l ? ( 1ihvdn>-2,? 4-rrimerhvl.5W^hn p 

Ig<?"ipWTm372 smimirr4SofSch«n..yni whe».Pl=F P2^H, R3=nh.ny.^ 
This compound was prepared by General Method 6 (EXAMPLE 1 19) from Compound 208 
(55 mg. 0.18 >nn>ol) and LOMbenzylmagnesium chloride in Et20(AIdrich) to affo«l II 
mg (17%) of Compound 372 as a yellow oil. Data for Compound 372: 1hnmR(400 
MHz. acetone-d6)7.86(dd.J=8.7.6.2.1H).7.80(d.y = 7.6.2H). 7.61 (d.y = 84 IH) 
7.40 (appt.y = 7.8. 2H). 7.20 (m. IH).7.05(m. lH).6.86(m. I H). 6.83 (d. 7 = 8.4. IH)! 
5.71 (s. lH).5.55(d.y= 1.1. 1H).2.11 (s,3H). 1.40(br s.6H). 

EXAMPI.K n-K 

f?)-?-PgnzvlidPnP-, '>-rtihY drn <> niethoxY-?,?4-rrimerhv»-S»-..h^„,,.»p . ^^..:-,„.„^ 
(C«?p.povnd373 stn.rmreiSnf.Srh.».,YTii ...k. ^ rUh pZ.^,.^,^,, R3^ H.„y.> 
This compound was prepared by General Method 6 (EXAMPLE 1 19) from Compound 314 
(55mg.0.18mmol)and 1-0 Mbenzylmagnesium chloride in Et20(AIdrich) to afford 11 
20 mg (17%) of Compound 373 as a yellow oil. Data for Compound 373: 1h NMR (400 

MHz. acetone^) 7.79 (d. 7= 7.6. 2H). 7.53 (d. 7 = 8.5. IH). 7.4-7.2 (m. 5H). 6.84 (m, 2H) 
5.67 (s. IH). 5.55 (s. IH). 3.82 (s. 3H). 2.1 1 (s. 3H). 1.35-1.30 (br s. 6H). 



25 



30 



EXAMPI.K VIA 

(Z)-9.Fluorr>-l , ?-dihYdro-2.2,4-trimrthvl.5-r:^-Tn..hviK ^ ^,iri^...SH.^., ^^^^f, . 
/Iquinoline (Comppgnd 374 Stnirture 4S nf !grh,p > XIH. wh«>. P l^H. R2=f,..»^ p 3-o_ 
methvlphftnyl) 

This compound was prepared by General Method 6 (EXAMPLE 119) from Compound 207 
(34 mg. 0. 1 1 mmol) and freshly prepared 1.0 M 2-methylbenzyl magnesium chloride in 
Et20 to afford 30 mg (70%) of Compound 374 as a yellow oil. Data for Compound 374: 
IH NMR (400 MHz, acetone-de) 8.20 (d, 7 = 7.9. IH). 7.64 (d. / = 8.5. IH). 7.58 (dd. 7 = 




wo 96/19458 



PCT/US95/16096 



10.0. 2.9, IHX 7.26 (app 1, 7= 7.6, IH), 7.19 (d, /= 7.4, IH), 7.14 (m, 2H), 6.94 (m, IH), 
6.84 (d. J = 8.5. 1 H), 5.95 (s, 1 H), 5.55 (d. 7 1 . 1 , 1 H), 2.28 (s. 3H), 2. 1 4 (d, J = 1 . 1 , 3H), 
1.35-1.30 (brs,6H). 



(ZW8-Fluoro-1.2-dihvdro-2.2.4-trifnethvi-5>f2-iTiethvlbenzvlideneV^ 

/iQuinoHne f Compound 375. stnicture 45 of Scheme XHI. where R^=fluoro. R^H, r3=2> 

methvlphenvn 

This compound was prepared by General Method 6 (EXAMPLE 1 19) from Compound 208 
10 (31 mg, 0.10 mmol) and freshly prepared 1.0 M 2-methylbenzyl magnesium chloride in 
Et20 to afford 32 mg (80%) of Compound 375 as a yellow oil. Dau for Compound 375: 
lHNMR (400MHz.acetonc-d6) 8.19 (d,J= 7.9, lH).7.86(dd,y= 8.8, 4.2, 1H),7.61 (d, 
J = 8.5, IH), 7.28 (app t, 7 = 7.6, IH), 7.20 (d, 7= 6.9, IH), 7.15 (m, IH), 6.94 (dd, 7 = 9.6. 
2,7, IH), 6.86 (m.2H). 5.97 (s, 1H).5.55 (d,7= 1.2, lH).2.28(s. 3H). 2.14 (s. 3H). 1.35 
15 (br s. 6H). 



(Z)-1.2-EHhvdro-9>methoxv>2.2.4>trimethvl>5-(2-methvlbenzvlideneVS//-chromcnof3.4> 
/Iquinoline (Compound 376. structure 45 of Scheme XIII. where R^=H. R^methoxv. 

20 R3=2-methvlohenvn 

This compound was prepared by General Method 6 (EXAMPLE 1 19) from Compound 314 
(55 mg, 0.18 mmol) and 1 .0 M benzylmagnesium chloride in Et20 (Aldrich) to afford 1 1 
mg (17%) of Compound 373 as a yellow oil. Date for Compound 373: NMR (400 
MHz, acctone-d6) 8.23 (d, 7 = 7.8, IH). 7.64 (d, 7 = 8.5, IH), 7.37 (m, IH), 7.30 (m, IH), 

25 7.15(m,2H),7.04(d,7 = 8.6, lH),6.82(d,7=8.4, lH),6.77(dd,7 = 8.6,3.0, lH),5.92(s. 
lH),5.53(d,7= 1.2, IH), 3,82 (s, 3H), 2.27 (s, 3H). 2.14 (s, 3H). 1.35 (brs,6H). 

EXAMPLE 277 

(Z>-5-Benzvlidene«9'fluoro-1.2-dihvdrO'2.2.4.11-tetramethvl-5f/-chromenor3.4-nquino]ine 
30 (Compound 37 7. structure 95 of Scheme XXVI. where Rl-2^R4^R6=rH. r3^R r5=r7- 
9=methvL R^O^phenvn 



EXAMPLE 275 



EXAMPLE 276 
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This compound was prepared by General Method 6 (EXAMPLE 1 19) from Compound 315 
(28 mg, 0.087 mmol) and 1 .0 M benzylmagnesium chloride in Et20 (Aldrich) to afford 1 9 
mg (56%) of Compound 377 as a yellow foam. Data for Compound 377: 1h NMR (400 
MHz, acetone-d6) 7.79 (d. J = 7.6, 2H), 6.63 (dd, 7 = 1 1 .4. 2.9, IH). 7.39 (app t. 7 = 7.8, 
5 2H), 7.25 (m.2H), 6.97 (m. lH).6.68(s. lH),5.74(s. IH), 5.52 (d. 7 = 1.2, 1H).2.61 (s^ 
3H), 1.97 (s. 3H). 1.33 (br s. 6H). 
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EXAMPLE 27« 

f^/y).M4-Chlorophenv1V1.2.3,4-tM«ihvriro.2.2.diTnrthYl - Sf/^hmini.non , d.fl .ii- 
quinolinone f Compound ."WS. stnietiim 0 7 of Scheme yXVlI. whem Ra4^hlnmrt .>.«Yi ) 
To a solution of Compound 164 (EXAMPLE 64) (220 mg, 0.6 mmol) in 6 mL of THF at - 
78 oc was added 1 .6 M n-BuLi hexane solution ( 1 mL, 1 .6 mmol). followed by di-r-butyl 
dicarbonate (0.7 g, 3.2 mmol) in 2 mL of THF. The reaction mixnire was wanned to it and 
stirred for 15 h, then was quenched with 2% NaOH aqueous solution. The mixture was 
extracted with EtOAc (2 x 30 mL) and was concentmted. Chromatography of the crude 
residue on a silica gel column using 10 % EtOAc/hexane as solvent afforded the N-Boc 
Compound 164 (87 mg) in 30 % yield in addition to 60 % of the starting material (132 mg). 
The N-Boc material (40 mg. 0.082 mmol) in methanol (20 mL) at -78 ©c was treated with 
03 for 3 min and then with mediyl sulflde (0.5 mL) for 30 min. Removal of solvent and 
chromatography of the crude mixture afforded a colorless oil, which was treated with excess 
TFA (0.5 mL) in 1 mL of CH2CI2 fat 60 min. The reaction was quenched with 2% NaOH 
(5 mL) and was extracted with EtOAc (2 x 30 mL). Removal of the solvent and 
chromatography again provided 15 mg (47%) of Compound 378 as a yellow oil. Date for 
Compound 378: »H NMR (400 MHz, acetone-d6) 7.86 (d, J = 8.8. 1 H). 7.61 (d. J = 7.7. | 
H). 7.40 (s. I H). 7.04 (t, 7= 7.7. 1 H). 6.99 (d, 7= 8.8. 1 H). 6.90 (t. 7= 7.7. 1 H), 6.82 (d, 
7=7.7. 1 H),638(bs. 1 H). 2.65 (d. 7= 15.2, 1 H),2.44(d,7= 15.2, 1 H), 1.97 (s.3H). 
1.37(s,3H), 1.27(s.3H). 
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EXAMPLE 279 

(;y5>-5-f4-ChlomDhenvl>-1 ■23.4-teti^vdro-2^3.3 ^tetrameA^ A^f^ ^ 
Quinolinone (Compound 379. stnicture 98 of Sc heme XXVm. where R=4>chlorophenyl 
R^=metfiv]> 

5 To a suspension of 40% NaH in mineral oil (10 mg. 0.25 mmol) in THF (I mL) was added a 
solution of (R/S)' I -(/-butoxycarbonyl)-5-(4-chloropheny])- 1 ^,3,4-tetrahydro-2^-diinethyl- 
5^-chromeno[3,4-/]-4-quinolinone (structure 96 of Scheme XXVIII, where R=4- 
chlorophenyK Rl=inethyl) (10 mg, 0.02 mmol) and excess Mel (0.1 mL). The reaction was 
stirred at rt for 2 h and was quenched with water ( 1 mL), and extracted with EtOAc (2x5 

10 mL). Removal of solvent provided the crude mixture, which was treated with TFA (0.2 mL) 
in dichloromethane ( 1 mL) for 60 min. Chromatography of the crude mixture on a silica gel 
column using 15 % EtOAc/Hexane as solvent afforded 6.5 mg (78%) of Compound 379 as a 
colorless oil. Data for Compound 379: NMR (400 MHz, CDCI3) 7.73 (d, J = 8.7, 1 H), 
7.49 (d, J = 7.7, 1 H), 7.30 (s, 1 H), 7. 13 (s, 4 H), 7.04 (t, J = 7.7, 1 H), 6.91 (t, J = 7.7, 1 H), 

15 6.83(d, 7 = 7.7, 1 H),6.71 (d.7 = 8.7. 1 H),4.28(s. 1 H), 1.29 (s,3H), 1.20 (s,3H), 1.13 
(s,3H). 1.03 (s,3H). 



EXAMPLE 280 

(/?ffl-M4-Chloronhenvn>K2-dihvdrD-2.2^imeth vl.5//K!hromenor3.4.n-4>^ 
20 (Compound 380, structure I A of Scheme XXIX. where R=4-chlomphenvn 

To a solution of Compound 379 (EXAMPLE 279) (10 mg, 0.025 mmol) in toluene (1 mL) 
at -78 oc was added 0.5 M DIBAL toluene solution (0.1 mU 0,05 mmol) and the resulting 
mixture was wanned up to rt. The reaction mixture was quenched with water ( 1 mL) and 
was extracted with EtOAc (2x5 mL). Removal of solvent and chromatography of the 
25 mixture on a silica gel column afforded 6.8 mg (70%) of 5-(4-chloiophenyl)- 1 ,23,4- 

tetrahydro-4-hydroxy-2,2-dimethyl-5H-chromeno[3,4-y]quinoline as a colorless oil, which 
was treated in dichloromethane ( 1 mL) with a catalytic amount of TsOH for 3 h to provide 
4. 1 mg (63%) of Compound 380 as a colorless oil. Data for Compound 380: NMR 
(400 MHz, acctone-d6) 7.60 (d, J = 7.7, 1 H), 7.52 (d. J = 8.5, 1 H), 7.27 (d, J = 8.6, 2 H), 
30 7.25 (d, J = 8.6, 2 H), 7.01 (t, J = 7.7, 1 H), 6.89 (t, J = 7.7 Hz,l H), 6.81 (d, J ^ 7.7, 1 H), 
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6.67(d.y = 8.5. 1 H).6.57(s. 1 H).6.33(d.y= 10.0. 1 H).5.57(d.y= 10.0. 1 H).5.55(bs. 
IH), 1.32 (s. 3 H). 1.30(5.3 H). 

EXAMPI.K Ml 

^ ^tH^M/ . ^/V,5-f4-ChlomphBnYl)-1.2.3.4-tetrahvdm-2.2.4-trim^rhvi. 5 /y.ch 

quinolinone fComnonnd 381. stn.rn.re 53 nf Srhpm> XV. whem R=4-chlr.mp|^ ^nYi, 

This compound (0.7 mg) was prepared by HPLC separation of the enantiomens of 
Compound 381 by a chiral column. Chiiacel OD-R. using a 9: 1 mixture of methanol and 
water as mobile phase. The optical purity of Compound 381 was determined by HPLC to be 
> 90% e.e.: (a]20D = + 101 (MeOH). 

{-H/?*-4/ . 5/)-5-(4.rhlorophenyl)-1.2.3,4-tetrahvdn>2.2.4-.rimPthyi. 5 //^hmm.n^ 
qyinplinong (Comround 182. structure 53 of .Schen... XV u,^ ,. ^ R^-chl«,r.p h.nYt 

This compound (1 .5 mg)was prepared by HPLC separation of the enantiomers of 
Compound 235 by a chiral column. Chiracel OD-R. using a 9: 1 mixture of methanol and 
water as mobile phase. The optical purity of Compound 382 was determined by HPLC to be 
20 68% c.e.; Ia]20jj = . 53 (McOH). 

EXAMPIJ.M1 

(/y.y).5-(4-Oi|orophrny|)-1.2.3.4-tetrahvdm-2-2-dim^hy i .Sf^.chmnw.nnn^iq .^- 
quinplinone fComponpri 383 stn.cture4A of .SfhemeXXIX wh.^ P =4-chlor»nh>n^n 
This compound (0.63 mg. 3%) was prepared in a manner similar to that described for 
Compound 234 (EXAMPLE 1 34) from Compound 380 (EXAMPLE 280) as a colorless oil. 
The major product (4 1 %) was Compound 378 (EXAMPLE 278). Data for Compound 383: 
iH NMR (400 MHz. CDCI3) 7.62 (d. J = 8.3. 1 H). 7.60 (d. J = 7.7. 1 H). 7. 1 7 (d. 7 = 8.6. 
2 H). 7.09 (d. J = 8.6. 2 H). 7.06 (t. J = 7.7. I H). 6.94 (t. J = 7.7. 1 H). 6.83-6.80 (m. 2 H). 
6.26 (s. 1 H). 3.88 (bs. 1 H). 3.55 (d. J = 20.0. 1 H), 3. 1 1 (d. 7 = 10.0. I H). 1 .33 (s. 3 H). 
1.32 (s. 3 H). 
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EXAMPLE 284 

(/y^-3«(3-FluorobenzvlV5-(3-fluorobenzvlidene)-K2.3.4-tetrahvdfo-3-hvdroxv>2^.4^ 
trimethvl-5//-chromenor3.4*nQuinoline (Cointx>und 384, structure gA o f Scheme XXX- 
where R1=R2=H. R3=3-fluorophenv]) 
5 flg/^>l.Z3.4-Teti^vdro-2.2,4-trimethvlcoumarinor3,4>n-3Kiui^ (stnicture 7A of 

Scheme XXX, where R^=R^H) . This compound was prepared by the same Boc- 
protection/hydroboration/oxidation/deprotection procedure as described in the synthesis of 
Compound 234 (EXAMPLE 134) from Compound 159 (EXAMPLE 59) (440 mg^ 2.0 
mmol) to afford 98 mg (16%) of (i^/5)-l,23.4-tet^ahydTO-2^,4-tnmethylcoumarino[3«4-^-3- 
10 quinolinone as a yellowish oil. Data for (/2/5)-l^,3»4-tetrahydro-2,2,4- 

trimethy)coumarino[3,4-yi-3^quinolinone: NMR (400 MHz, CDCI3) 7,95 (d, J = 8.6» 2 
H), 7.38 (t.7 = 8.2. 1 H), 7.31-7.24 (m, 2 H). 7.16 (d, J = 8.5, 1 H), 5.29 (q, J = 7.4, 1 H), 
3.94 (bs, 1 H), 1 .56 (s. 3 H), 1 .48 (d, J = 7 A 3 H), 1 .22 (s. 3 H). 

15 (/?/5>-3>(3>Fluorobenzvn-5-(3-fluorobenzvlideneVl,2.3.4>tetrahvdro>3>hvdroxv-2^.4> 
trimethvl>5//-chromenor3,4-/]quinoline (Compound 384. structure 8A of Scheme XXX, 
where R1=R2=H. R3=3-fluorophcnvn To a solution of (/2/5)- 1 ,2,3,4-tetrahydro-2.2,4- 
trimethy]coumarino[3,4-^-3-quinolinone (3 mg. 0.01 mmol) in ether (3 mL) at rt was added 
the freshly prepared a 0.5 M 3-fluorobenzylmagnisium chloride ether solution (0.5 mL, 0.25 

20 mmol) and the resulting mixture was stirred at rt for 2 h, then was quenched with water (5 
mL). The mixture was extracted with EtOAc (2x5 mL) and was concentrated and purified 
by silica gel chromatography to afford the intermediate, which was treated with TsOH (5 
mg) in dichloromethane (1 mL) for 60 min. The reaction was quenched with 2% NaOH (5 
mL) and was extracted with EtOAc (2x5 mL). Removal of solvent and chromatography of 

25 the mixture afforded 3.0 mg (59%) of Compound 384 as a colorless oil. Data for 

Compound 384: NMR (400 MHz, CDCI3) 7.71 (d, J = 7.8. 1 H), 7.63 (d, J = 1 1 .0, 1 
H), 7.51 (d, J = 8.4, 1 H), 7.40 (d, J = 7.8, 1 H), 7.33 (td, J = 7.8. 6.2. 1 H), 7.28-7.18 (m, 3 
H), 7. 1 3-6.92 (m, 5 H), 6.65 (d, 7 = 8.3. 1 H), 5.89 (s, 1 H). 3.73 (q, J = 6.8, 1 H), 3.66 (s, I 
H), 3.08 (d, J = 14.2, 1 H), 2.97 (d, J = 14.2, I H). 2.79 (s. 1 H). 1.33 (s. 3 H), 1.29 (d, J = 

30 6.8, 3 H), 1.18 (s, 3 H). 
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EXAMPrF. TX^ 

(/yy>-3.5-Dibutvl-l.? 1 4-tetnihvrfm-^AvrfrOXV.2.2 4.trim.t hvl.S/y-chrnTT,>.n^ p A. 

f\qu\mflm <C.mmm<i ytf, jamcture 9A nf Scheme XXXI ^H rr^. r 1=r2^h v3-^.^..^.^^ 
To a solution of (/VSV1.2,3.4-teti^ydro-2.2.4-trimethyIcouinarino[3,4-/]-3-quinolinone 
(EXAMPLE 284) (4 mg. 0.01 mmol) in ether (3 mL) at it was added 1.6 M n-BuLi bexane 
solution (0.05 mL. 0.08 mmol) and the resulting mixture was stined at rt for 2 h, then was 
quenched with water (5 mL). The mixture was extracted with EtOAc (2 x 5 mL) and was 
concentrated and purified by silica gel chromatography to affort the intermediate, which 
was treated with Et3SiH (0.05 mL) and TFA (0.05 mL) in dichloiomethanc (1 mL) for 60 
min. The reaction was quenched with 2% NaOH (5 mL) and was extracted with EtOAc (2 x 
5 mL). Removal of solvent and chromatography of the mixture afforded 0.8 mg (20%) of 
Compound 385 as a colorless oil. The relative stereochemistry of this compound was not 
determined. Data for Compound 385: NMR (400 MHz, CDCI3) 7.61 (d. J = 7.8. 1 H), 
7.44(d.y=8.3Hz. 1 H).7.14(t.y=7.8. 1 H), 6.98 (t. 7 = 7.8, 1 H). 6.94 (d. /= 7.8. 1 H). ' 
6.53 (d. J = 8.3. 1 H). 5.53 (dd, y = 10.3. 3.5. 1 H). 3.42 (bs. 1 H), 2.94 (q. J = 7.0. 1 H), 
2.65 (s, 1 H). 1.88-1.63 (m. 2 H). I.53-I.22(m. lOH). 1 .44 (d. 7 = 7.0. 3 H). 1.33 (s.3H). 
1.08 (s. 3 H). 0.94 (t, 7 = 7.2, 3 H), 0.87 (t. 7 = 7.2. 3 H). 

EXAMP1.R1IU; 

f»-y)-?-B<ify|.l , ? 3.4-tetrahvdro-? ? 4-trin.«hvl.S»..H romenorr4./1.^-^ ..;^»^^r,^r,^ 
(Cornp9ynd?ff6 stn.n,|p> 104 orllA of .Scheme XXXII u,h.r. r 1=r2=h r3=„.h..>y,^ 
To a solution of (W5)-l-r-butoxycaibonyl-1.23.4-tetrahydro.2.2,4-trimethylcoumarinot3.4- 
/]-3-quinolinone (structure 6A of Scheme XXX. where R»-r2=:H. an intermediate ftom 
EXAMPLE 284) (4 mg. 0.012 mmol) in THF (I mL) at -78 OC was added 1.6M n-BuLi 
hexane solution (0.01 6 mL, 0.024 mmol) and d,c resulting mixture was warmed up slowly 
to -20 OC. then was quenched with water (0.5 mL). Removal of solvent provided the crude 
product, which was treated with TFA (0.05 mL. 0.65 mmol) and EtsSiH (0.1 mL, 0.65 
mmol) in dichloromethane ( I mL) for 60 min. The reaction was quenched with 2% NaOH 
(2 mL) and was extracted with EtOAc (2x5 mL). Removal of solvent and chromatography 
of the residue afforded 0.7 mg (17%) of Compound 386 as a colorless oil. The relative 
stereochemistry ofCompound 386 was not determined. Data for Compound 386: 1h 
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NMR (400 MHz, CDCJa) 7.63 (d, 7=7.7, 1 H),7.51 (d,y=8.2, 1 H), 7.16 (t, J = 7.7, 1 H), 
7.01 (t, J = 7.7, 1 H), 6.96 (d, 7 = 7.7, 1 H), 6.74 (d, J = 8.2, 1 H), 5.32 (dd, 7 = 10. 1 and 1 .0, 
1 H). 3.66(q,y = 7.2. 1 H), 1.98-1.90 (m, 1 H). 1.58-1.18 (m,5H), 1.48 (s,3H), 1.44 (d,y 
= 7.2, 3 H), 1 .20 (s. 3 H), 0.89 (t, 7 = 7.3, 3 H). 

EXAMPLE 287 
W^-^/,5n-K23.4-Tetrahvdn>-2,2.4-trimethvl-5-Dhenvl-5H^^ 
(Compound 387. stnicture 18A of Scheme XXXIIl. where r1=r2=H. R3=Dheiivn 
This compound, along with Compound 388 (EXAMPLE 288), was prepared by the same 
Boc-protection/hydroboration/oxidation/deprotection procedure as described in the synthesis 
of Compound 234 (EXAMPLE 134) from Compound 161 (EXAMPLE 61) (40 mg, 0.1 1 
mmol). Compound 387 (4.0 mg, 10%) was obtained as a colorless oil. Data for Compound 
387: NMR (400 MHz, CDCI3) 7.59 (d, 7 = 8.3, I H). 7.57 (d, 7 = 7.6, 1 H), 7.21-7.12 
(m, 5 H). 7.05 (t, 7 = 7.6, I H), 6.92 (t, 7 = 7.6, 1 H), 6,86 (d, 7 = 7.6, 1 H), 6.83 (d, 7 = 8.3, 
1 H), 6.37 (s, 1 H), 3.72 (bs, 1 H), 3.4 1 (q, 7 = 7.5, 1 H), 1 .50 (d, 7 = 7.5, 3 H), 1 .45 (s, 3 H), 
1.17 (s, 3 H). 

EXAMPLE 288 

(/?/5-^/.5iiVlJ2,3.4-Tetrahvdro>2.2.4-trimethvl-5-Dhen vN5f/-chromenor3.4-n-3^ 
fCompound 388. stmctore 17A of Scheme XXXIII. where R>=r2=H. R3=phenvi> 
This compound, along with Compound 387 (EXAMPLE 287), was prepared by the same 
Boc-protection/hydroboration/oxidation/deprotection procedure as described in the synthesis 
of Compound 234 (EXAMPLE 134) from Compound 161 (EXAMPLE 61) (40 mg, 0.1 1 
mmol). Compound 388 (7.3 mg, 18%) was obtained as a white poweder. Data for 
Compound 388: mp 108-1 10 ©C; IR (neat) 3358, 2972, 1720. 1473, 1292, 1213, 752; 
NMR (400 MHz. CDCI3) 7.66 (d, 7 = 7.7. 1 H), 7.64 (d, 7 = 8.2. 1 H), 7.20 (s, 5 H), 7.06 (t, 
7 = 7.7, 1 H), 6.95 (t. 7 = 7.7, 1 H), 6.83 (d. 7 = 8.2, 1 H), 6.77 (d, 7 = 7.7. 1 H), 6.39 (s, 1 
H). 3.72 (bs, 1 H), 3.58 (q, 7 = 7.4, 1 H), 1 .44 (s, 3 H). 1.23 (s, 3 H), 0.80 (d, 7 = 7.4, 3 H); 
13c NMR (100 MHz, CDCI3) 214.4, 151.0, 143.2. 139.3, 131.1, 128.9, 128.8. 128.6. 
128.5, 123.4, 122.7, 122.2, 122.1. 122.0. 1 18.3, 1 16.6, 75.4, 60.2,43.9,28.1,27.3, 16.3. 
Anal. (C25H23NO2-3/4H2O) C, H, N. 
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EXAMPI>K MQ 

fZHJy.y)-5-f 3-Flliarobenzv1ideneV 1 -2-3 A.tetfn hvdro-2.2.4-triinethvl-S//whromennr^ 4-^ . 
?-quinolinone fComnound 389. stnictore 19A of Sf heme XXXIV where R Up2=H , p3^^. 
fluonmhenvn 

To a solution of (^S)-l-/-butoxycarbonyI-U.3,4-tetrahydro-2A4-trimethylcouinarinoI3.4. 
/J-3-quinolinone (stnicture 6A of Scheme XXX. where r1=r2=h. an intennediate from 
EXAMPLE 284) (10 mg. 0.025 mmol) in THF (I mL) at -78 oc was added freshly prepared 
1 .0 M 3-fluorobenzylmagnesium bromide (0,06 mL. 0.06 mmol) and the reaction was 
slowly wanned up to it and was quenched with water (1 mL). The mixture was extracted 
with EtOAc (2x5 mL) and was concentrated to provide the crude intermediate, which was 
treated with excess TFA (0.2 mL) in dichloromethane (1 mL) for 30 min and then quenched 
with 5 % NaOH (5 mL). The mixture was extracted with EtOAc (2 x 10 mL), concentrated 
and chromatographied to afford 6.0 mg (60%) of Compound 389 as a yellowish oil. Data 
15 forCcmpound 389: IR (neat) 3356. 1716. 1604. 1469. 1251; 1h NMR (400 MHz. 

CDC13) 7.73 (d. J = 7.8. 1 H). 7.70 (d. / = 1 1 . 1 , 1 H). 7.60 (d. 7 = 8.3. 1 H). 7.42 (d. J = 7.8, 
1 H). 7.31 (td. y = 8.0 and 6.2. 1 H). 7.22 (d. 7 = 8.1. 1 H). 7.18 (d. J = 7.0. 1 H). 7.08 (t. J = 
7. 1 , I H). 6.94 (td. J = 8.4 and 2.4, 1 H), 6.85 (d. 7 = 8.3. 1 H). 5.87 (s. 1 H). 4.33 (q. J = 
7.3. 1 H). 3.78 (s. 1 H), 1.56 (d. 7 = 7.3. 3 H). 1.51 (s, 3 H). 1.24 (s, 3 H); 13c NMR (100 
MHz, CDC13) 2.14.0, 162.4 (d, 7 = 244.0 Hz). 152.3, 147.0. 144.2. 137.2(d.7=8.l Hz). 
129.8 (d,y= 8.8 Hz). 128.7. 128.0. 125.4. 124.2, 123.0. 122.6. 122.4. 121.9. 121.8. 118.1. 
1 16.5. 1 15.8 (d. 7 = 23.1 Hz). 1 14.1. 1 13.8 (d. 7 = 21.1 Hz). 60.1. 44.9. 27.7, 27.2. 17.4. A 
minor 1 .0 mg (<10%) product was also isolated and identified as (£HJ?/S)-5-(3- 

fluorobenzylidene)-1.2.3,4-tetrahydro-2.2.4-trimethyl-5W-chromeno[3.4-/|-3-quinolinone; 
25 iH NMR (400 MHz, CDCI3) 7.78 (d. 7 = 7.9. 1 H). 7.70 (d. 7 = 8.7. 1 H). 7.67 (d. 7 = 10.2. 
1 H). 7.42 (d. 7 = 7.8. I H). 7.35-7.26 (m. 3 H). 7.2 1 (d. 7 = 8. 1 . 1 H). 7. 10 (t. 7 = 8.2. 1 H). 
6.97 (td, 7 = 8.4 and 2.4. 1 H). 5.80 (s. 1 H). 4.28 (q. 7 = 7.3. 1 H). 3.55 (bs. 1 H). 1.88 (s. 3 
H). 1 .76 (d, 7 = 7.3. 3 H). 1 .33 (s. 3 H). 
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EXAMPLE 290 

(/g/5-^/.6«VK23.4-Tetrahvdro>2.2.4-trimcthvl>6-Dhenvl-5ff-isc)chrom 
quinolinone (Compound 390. structure 23A of Scheme XXXV. where R^=phenvn^ 
K2-Dihvdro-2.2.4-trimethv]-ia-isocoumarinor3,4-/kyuinoli ne fComT>ound 21A. Scheme 

5 XXXV^ This compound was prepared by General Method 8 (EXAMPLE 138) fiY>m 7-- 
amino-3»4-benzocoumann to afford K2-dlhydro-2,2,4-trimethyM0-isocoumarino[3,4- 
yiquinoline (150 mg, 0.52 mmoU 60%) as a yellow solid. Data for 1 ^-dihydro-2^,4- 
trimcthyl-10-isocoumarinoI3,4-/lquinoline: mp 197-199 «>C; IR (KBr) 3350. 2960. 1711. 
1608. 1566. 1468 and 131 1; NMR (400 MHz. CDQs) 8.20 (d, J = 7.6, 1 H). 8.10 (d, / 

0 = 7.6. 1 H). 7.83 (d. J = 8.6. 1 H). 7.77 (t. J = 7.6. 1 H). 7.44 (t. J = 7.6, 1 H), 6.64 (d. J = 
8.6. 1 H). 5.88 (bs. 1 H), 5.38 (s. 1 H), 2,39 (s. 3 H). 1.29 (s. 6 H); ^^C NMR (100 MHz. 
CDCI3) 161.5, 149.6. 146.9. 136.6. 134.8. 130.4. 128.3. 126.6. 122.8. 120.8. 119.0. II 1.1, 
109.6. 108.6. 51.7. 30.4, 23.6. 

5 K2>Dihvdn>2.2.4-tri methvK6>phenvl-5//-isochrontenor3.4-nquinoline (structure 22A of 
Scheme XXXV. whe re R^=phenvn This compound was prepared by General Method 5 
(EXAMPLE 60) from l,2-dihydro-2^.4-trimethy]-10-isocoumarino[3.4-/lquinoline (60 mg. 
0.20 mmol) and bromobenzene (157 mg. 1 .0 mmoi) to afford 60 mg (85%) as a colorless 
oil. Data for l,2-dihydro-2,2,4-lrimclhy!-6-phenyl-5/f-isochromeno[3,4-/]quinoline: ^H 

a NMR (400 MHz. CDCI3) 7.60 (d. J = 7.7. 1 H). 7.44 (d. / = 8.3. 1 H). 7.43-7.30 (m, 7 H). 
7.10(t.J:=7.7, 1 H).6.73 (d.y=7.7. 1 H).6.04(s. 1 H). 5.22 (s. 1 H), 3.87 (bs. 1 H). 2.11 
(s. 3 H). 1.26 (s. 3 H). 1.23 (s. 3 H); ^^C NMR (100 MHz. CDCI3) 152.0, 146.3, 145.2. 
139.6, 132.9. 131.6. 129.3. 128.6. 128.4. 125.9. 125.6. 123.5. 121.2. 113.9. 111.2. 108.5. 
80.1.51.4. 30J. 30.1.23.5. 

5 

(WS-4l6u\- 1 ^-3.4.Tetrahvdro-2,2.4-trimcthvl-6-phenvUS^-isochromenor3.4-/l-3- 
quinolinone This compound was prepared by the same Boc- 

protection/hydroboration/oxidation/deprotection procedure as described in the synthesis of 
Compound 234 (EXAMPLE 134) from l,2-dihydro-2.2,4-trimethyl-6-phenyl-5//- 
[) isochromeno[3,4-/lquinoline (30 mg, 0.085 mmol). Compound 390 (2.2 mg, 7%) was 
obtained as a colorless oil. along with xx mg (14%) of Compound 391 (EXAMPLE 291). 
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Data for Compound 390: Ifl NMR (400 MHz, CDCI3) 7.65 (d. J = 7.8. 1 H), 7.49 (d. J = 
8.4, 1 H). 7.37 (1.7 = 7.8. 1 H). 7.30 (s. 5 H), 7.1 9 (t. 7 =7.8. 1 H). 6.89 (d. 7 = 7.8. 1 H). 
6.38{d.7 = 8.4. 1 H).6.14(s. 1 H). 3.83 (q, 7 =7.5. 1 H).3-67(bs. 1 H). 1.41 (s.3H). 139 
(d,7 = 7.5.3H), 1.12 (s, 3 H). 

EXAMPLE 19} 

{m-4l,6(VU ^ 4-Tftr3hvdro-2.2.4-triniethvi-6.nh«.vl.S H-isochmny .nnf^ .i-iq 
qgipfflinone frompound 391 stnieture 24A of S chetHi. VV whe». R ^^ ^^yy) 
Compound 391 (4.4 mg. 14%) was obuined as a colorless oil along with Compound 390 as 
described above (EXAMPLE 290). Data for Compound 391: IR (neat) 3358. 1716 1614 
147J. J439. 1030;lHNMR(400MH2,CDCl3)7.66(d.7=7.7, 1 H). 7.53 (d, 7 = 8.3. I ' 
H). 7.35 (s. 5 H). 7.34 (t. 7 =7.7. 1 H).7.15(t.7=7.7. 1 H).6.79(d.7 = 7.7. 1 H),6.12(s. 1 
H).3.82(q.7=7.3. 1 H).3.66(bs. 1 H). 1.41 (s.3H). 1.23 (s.3H). 1-14 (d. 7= 7.3. 3 H). 

EXAMPf .F. 2Q? 

fgH^^,5-fBfn7Ylirirne)-1.2.3,4-trtrahvdm.2,24.trim.. t hv|.5W-chrn,» p^^l ^ 

quifffflipone fComponnrt ^92. .smirfr^ IQ^ of Sci..«n«. yyviy. whe»>. R l=i?2^p 
R3=phenyl> 

To a solution of (ie/S)-l-/-butoxycartK,nyl-I.2.3.4-tetnihydio.2.2.4-uimethylcoumarino[3.4. 

20 /I-3-quinolino«: (stnicture 6A of Scheme XXX. where RI=r2=h. an intermediate from 
EXAMPLE284)(10mg,0.025mmol)inTHF(l mL) at -78 oc was added l.OM 
benzylmagnesium bromide (0.06 mL. 0.06 mmol) and the reaction was slowly wanned up to 
It and was quenched with water (1 mL). The mixtuie was extracted with EtOAc (2 x 5 mL) 
and was concentrated to provide the crude intermediate, which was Ueated with excess TFA 

25 (0.2 mL) in dichloromethane ( 1 mL) for 30 min and then quenched with 5 % NaOH (5 mL). 
The mixture was extracted with EtOAc (2 x 10 mL). concentrated and chromatographicd to 
afford 3.8 mg (40%) of Compound 392 as a colorless oil. Data for Compound 392: IR 
(neat) 3354. 1716. 1469. 1261. 1045: Ir NMR (400 MHz. CDCI3) 7.81 (d. 7= 7.3, 2 H). 
7.72(d.7 = 7.7. 1 H). 7.59 (d. 7 = 8.4. I H). 7.39 (t. 7= 7.3. 2 H). 7.24-7.18 (m. 2 H). 7.17 
30 (d.7«7.7. I H). 7.08 (t. 7 =7.7. 1 H). 6.83 (d. 7 = 8.4. 1 H).5.91 (s. 1 H). 4.37 (q. 7 1 7.3. 1 
H). 3.76 (s. 1 H). 1.57 (d. 7 = 7.3. 3 H). 1.51 (s. 3 H). 1.24 (s. 3 H); 13c NMR (100 MHz. 
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CDCI3) 2.14.1, 152.7. 146.0, 144.2, 135.1, 129.5, 128.6. 128.5, 127.1, 124.2, 122.8, 122.4. 
122.2. 121.8, 121.7, 117.8, 116.5, 115.4,60.1,44.9,27.7, 27.2. 17.4. 



5 (W^-4/.5uV5-f3-FluoroDhenvlV1.2.3.4-tetrahvdro-2.2.4-trimethvl>Sf/ ^^ 

Quinolinone (Comt>ound 393. stnicture 17A of Scheme XXXIIL where R^=r 2=h. r3=3- 
fluorophenvn 

This compound, along with Compound 394 (EXAMPLE 294), was prepared by the same 
Boc-protection/hydroboration/oxidation/deprotection procedure as described in the synthesis 

10 of Compound 234 (EXAMPLE 134) from Compound 191 (EXAMPLE 91) (30 mg, 0.081 
mmol). Compound 393 (6.9 mg, 22%) was obtained as a colorless oil. Data for Compound 
393: IR (neat) 3356. 1719. 1602. 1487. 1288. 1209. 1028; NMR (400 MHz. CDCI3) 
7.66 (d. 7 = 7.7. 1 H). 7.64 (d.7=8.3. 1 H). 7.19 (td. 7= 7.9. 5.8. 1 H). 7.09-6.86 (m. 5 H), 
6.85 (d. J = 8.3, 1 H). 6,78 (d, J = 7.7. 1 H), 6.38 (s, 1 H). 3.72 (bs, 1 H). 3.58 (q. J = 7.4. 1 

15 H). 1 .44 (s. 3 H). 1 .23 (s. 3 H), 0.87 (d. 7 = 7.4, 3 H); "C NMR (100 MHz, CDCI3) 214.1, 
162.9 (d.7 = 246.2), 150.7, 143.3. 141.8 (d,7 = 6.3), 130.4, 130.2, 130.1. 128.6. 124.6. 
123.3. 122.7. 122.4. 122.3 (d. 7 = 22.1), 118.3. 1 16.9, 115.8 (d, 7 = 21.4), 74.5, 60.2,43.9, 
28.1,27.3,14.4. 

20 EXAMPl.g294 

(ig/5-4/.5n-S-(3-Fluorophenvl V 1 .23.4-tetrahvdro-2-2.4>trimethvl-5H-<:hromenof 3.4-/1-3- 
Quinolinone (Compound 394. strucnire 18A of Scheme XXXIH. where r1 =r2=H. R3rr3- 
fluorophenvh 

This compound^ along with Compound 393 (EXAMPLE 293), was prepared by the same 
25 Boc-protection/hydroboration/oxidation/deprotection procedure as described in the synthesis 
of Compound 234 (EXAMPLE 134) from Compound 191 (EXAMPLE 91) (30 mg, 0.081 
mmol). Compound 394 (5.0 mg, 16%) was obtained as a colorless oil. Data for Compound 
394: IR (neat) 3356. 1719. 1608. 1473, 1288, 1209. 1039; NMR (400 MHz, CDCI3) 
7.60(d.7=8.3. 1 H). 7.58 (d. 7 = 7.7. 1 H), 7.15 (td. 7 = 7.9. 5.8. 1 H). 7.09 (t. 7 = 7.7. 1 
30 H), 6.97-80 (m, 6 H), 6.34 (s. 1 H). 3.73 (s. 1 H), 3.38 (q. 7 = 7.3. 1 H). 1 .50 (d, 7 = 7.3. 3 
H). 1.46 (s. 3 H), 1.19 (s, 3 H); l^C NMR (100 MHz, CDCI3) 213.2, 162.9 (d. 7= 247), 



EXAMPLE 293 
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150.8, 142.7. 141.6 (d. J =6.4). 130.2. 130.1. 129.9. 128.5. 123.6. 122.8. 122.7. 122.4. 
122.2. 1 18.3. 1 16.8. 1 15.5 (d. 7 = 21.6), 1 14.9 (d. 7 = 22.6 Hz). 74.2. 60.1. 43.0. 27.3. 2 
18.4. 



10 



EXAMPLE 7.9S 

fJg/y-^A^/V1 . 2 . ^4-Trtrahvdro-2.2.4-triiTiethvl-S.r3.rtrifl»o n )inethvnnh^^ 
chroinenor3.4-n-^~n»inolinone fComnound 39S stn^t u re IgA nfH^h^me XXXm wf^ ^n. 
R J=r2=H. p3=3.^^fiuominethYl)ph«.fiYl} 

This compound, along with Compound 396 (EXAMPLE 396), was prepared by the same 
Boc-protection^ydroboration/oxidation/deprotection procedure as described in the syndiesis 
of Compound 234 (EXAMPLE 1 34) from Compound 195 (EXAMPLE 95) (20 mg. 0.049 
mmoJ). Compound 395 (3.2 mg. 15%) was obtained as a colorless oil. Data for Compound 
395: IR (neat) 3354. 2926. 1720. 1607. 1473. 1211. 1126. 1074; Ifl NMR (400 MHz, 
CDC13)7.61 (d.7=8.3. 1 H). 7.57 (d, 7= 7.7. 1 H). 7.42 (t. 7 = 7.7. 1 H).7.39(s. 1 H). 
15 7J8.7.30 (m. 2 H). 7.09 (t. 7 = 7.7. I H). 6.95 (d. 7= 7.7. 1 H). 6.91 (d. 7= 8.4. 1 H). 6.86 
(d, 7 « 8.3, 1 H). 6.39 (s. 1 H). 3.77 (s. I H). 3.37 (q. 7 = 7.3. 1 H). 1 .50 (d. 7 = 7.3. 3 H). 
1.48 (s. 3 H). 1.20 (s. 3 H); "C NMR (100 MHz. CDCI3) 213.1, 150.7. 142.8. 131.1. 
129.4. 129.1. 128.6, 125.4, 124.6. 123.0. 122.7. 122.6. 122.5. 122.2. 118.3. 117.0.74.0. 
60.2,43.1.27.1,26.5,18.4. 



20 



25 



30 



EXAMPLR 

fiy,?-^f . .yMV1.2^.4-TetrahYdrp-2.2.4-trimcthvl.5-f3-rtrifl..o« > methvnph«nvl].Sf^. 
chromenQr3.4-n-3-qujnQlinPnc (Compound 7m stnicni^. 17A of S cheme Yyvni u, f.>^ 
R'=r2=h, R3s3-rtriflu oromethvl)phenY) ) 

This compound, along with Compound 395 (EXAMPLE 395), was prepared by the same 
Boc-protecUonAydroboraUon/oxidation/deprotection procedure as described in die synthesis 
of Compound 234 (EXAMPLE 134) from Compound 195 (EXAMPLE 95) (20 mg, 0.049 
mmpl). Compound 396 (3.2 mg. 15%) was obtained as a coloriess oil. Data for Compound 
396: IR (neat) 3356. 2928. 1718. 1602. 1330. 1 126. 1074; IR NMR (400 MHz. CDCI3) 
7.67 (d. 7 = 8.3. 1 H). 7.65 (d. 7 = 7.7. 1 H). 7.52 (s. 1 H). 7.48 (m. 1 H). 7.35-7.30 (m. 2 H). 
7.08 (t, 7 = 7.7. 1 H). 6.98 (t. 7 = 7.7. 1 H). 6.88 (d. 7 = 8.3. 1 H). 6.78 (d. 7 = 7.7. 1 H). 6.43 




wo 96/19458 PCTAJS9S/16096 

258 

(s, 1 H), 3.75 (s, 1 H). 3.57 (q, J = 7.4, 1 H). 1 .45 (s. 3 H), 1 .24 (s, 3 H), 0.86 (d, 7 = 7.4, 3 
H); 13CNMR(100MHz. CDCl3)214.0, 150.5, 143.3, 140.3, 132.1, 131.2 (q, 7= 31.7), 
130.0, 129.1, 128.7, 125.7. 123.3. 122.7. 122.6. 122.5. 122.2, 118.3, 1 17.1, 74.3, 60.2,43.8. 
28.2. 273, 16.5. 

5 

EXAMPLE 297 

(/g/^-5/.4ii3MV5-r4»Chloraphenvl V 1 .2.3.4-teti^vdio-3-Tnethoxv-2.2.4-trimethvU5f/- 
chromenor3.4-nQuinolinc (Compound 397. stnicture 26A of Scheme XXXVI. where 
rUr2=H. R3^^hlor ophenvl. R^^methyH 

10 To a solution of (/2/5-3/,4ii,5ii)-5-(4-chlorophenyl)-l A3,4-teirahydTO-3-hydroxy-2,2,4- 
tnmethyN5H-chromeno[3,4-y)quinoHne (strucnire 14A of Scheme XXXIII, where 
R'=R^H, R3=4-chlorophenyl, an intermediate from EXAMPLE 135) (8 mg, 0.016 mmol) 
in DMF (0.5 mL) and excess Mel (0.5 mL) was added 60% NaH in mineral oil (10 mg, 0.25 
mmol). The resulting white slurry was stirred at rt for 2 h and was quenched with water (5 

15 mL). The mixture was extracted with EtOAc (2x10 mL) and was concentrated to give the 
crude product, which was treated with TFA (0.2 mL) in CH2CI2 ( I mL) for 60 min and was 
quenched with 5 % NaOH (5 mL). The mixture was extracted with EtOAc (2x10 mL). 
concentrated and was purified by silica gel chromatography to afford 5.0 mg (75%) of 
Compound 397 as a colorless oil. Data for Compound 397: NMR (4(X) MHz, CDCI3) 

20 7.53(d,y=7.7, 1 H), 7.48 (d, 7 = 8.4, 1 H),7.12(s,4H),7.04{t, J=7.7, 1 H),6.89(t, 7 = 
7.7, 1 H), 6.87 (d. J = 7,7, 1 H), 6.63 (d, J = 8.4, 1 H), 6.48 (s, 1 H), 3.74 (bs, 1 H), 3.26 (s. 
3 H). 3.08 (d, J = 3.8, 1 H), 2.83 (qd, J = 7.3, 3.8, 1 H), 1 .52 (d, 7 = 7.3, 3 H), 1 .35 (s, 3 H), 
1.50 (s, 3 H). 

EXAMPLE 298 

25 (ig/^-J/.4i/.5/VS*r4-ChloroDhenvlVI.23.4>tetrahvdro-3-nMsA^ 

chromenor3-4-/lquinoline (Compound 398. structure 2SA of Scheme XXXVI. where 
R^=iR2=:H. R3=4-chlorophenvK R^^mcthvO 

To a solution of (/2/5-JA4M,50-5-(4-chlorophenyl)-l,2,3,4-tetrahydro-3-hydroxy-2A4- 
thniethyl-5ff-chromeno[3,4-/|quinoline (structure 13A of Scheme XXXIIl, where 
30 r1=r2=H, R3=4^hlorophcnyl, an intermediate from EXAMPLE 135) (8 mg, 0.016 mmol) 
in DMF (0.5 mL) and excess Mel (0.5 mL) was added 60% NaH in mineral oil (10 mg, 0.25 
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mmol). The resulting white slurry was stined at rt for 2 h and was quenched with water (5 
mL). The mixture was extracted with EtOAc (2 x 10 mL) and was concentrated to give U,e 
cn.de product, which was treated with TFA m mL) in CH2CI2 ( 1 mL) for 60 min and was 
quenched with 5 % NaOH (5 mL). The mixture was extnurted with EtOAc (2x10 mL). 
concentrated and was purified by silica gel chromatography to afford 4.7 mg (70%) of 
Compound 398 as a colorless oil. Data for Compound 398: 1HNMR(400MHz CDQs) 
7.55(d.y = 7.7. 1 H). 7.47 (d. 7=8.4. 1 H). 7.16 (d.y = 8.7. 2H). 7.12 (d. 7 = 8 7 2H) 
6.97 (..7 = 7.7. 1 H). 6.89 (t. 7= 7.7. 1 H). 6.73 (d. 7= 7.7. 1 H). 6.68 (d. 7 = 8.4. 1 H).634 
is, 1 H).3.65(bs. 1 H).3.53(s.3H).3.03(s. 1 H). 3.02 (qd. 7 =7.0. 0.8. 1 H). 1.30(s 3H) 
1.11 (s. 3 H), 0.88 (d, 7= 7.0. 3 H). 



IS 



20 



25 



30 



EXAMPLF. 199 

(/^/■S.3/.^K.5A-5.f4-rhln^r^p h qnvlV1.7./^A..Atn,Ky ^^^ O J 
ChrDmenor3.4-/1qtiinnl,ne rCnmp n.. nd 399 j ctntnt.., 
R^=4-<^h' " rDDhenvl P4apKtpy|^ 

Toasolutionof(iVWA^„.50-5-(4H:hro™phenyI)-1.2.3.4-tetrahydro-3-hydrox^ 
trimcthyl-5#.chromeno[3.4-/]quinoline (structure 13A of Scheme XXXIH. where 
R1=R2=H. R3=4^hIorophenyI. an intermediate from EXAMPLE 135) (7 mg. 0.014 mmol) 
.n DMF (0.5 mL) and excess PrI (0.5 mL) was added 60% NaH in mineral oil (10 mg. 0 25 
mmol). The resulting white slurry was stined at rt for 2 h and was quenched with water (5 
mL). The mixture was extracted with EtOAc (2 x 10 mL) and was concentrated to give the 
cmde product, which was treated with TFA (0.2 mL) in CH2CI2 (1 mL) for 60 min and was 
quenched with 5 % NaOH (5 mL). The mixture was extracted with EtOAc (2 x 10 mL) 
concentrated and was purified by silica gel chromatography to afford 2.5 mg (40%) of ' 
Compound 399 as a colorless oil. Data for Compound 399: 1HNMR(400MHz CDCI3) 
7.57(d.7=7.7. 1 H). 7.48 (d. 7= 8.4. 1 H). 7.16 (d. 7= 8.6, 2 H). 7.12 (d. 7= 8.6. 2 H) 
6.99(t.7 = 7.7. 1 H).6.89(t.7 = 7.7. , H). 6.73 (d. 7 = 7.7, 1 H). 6.68 (d, 7= 8.4. 1 H).6.33 
(s. 1 H), 3.65 (bs. 1 H). 3.58 (m. 2 H). 3. 11 (d, 7 = 5.8. 1 H). 3.00 (qd. 7 = 7.0. 5.8. 1 H) 
1.65-1.50 (m. 2 H). 1.30 (s. 3 H). 1.10 (s. 3 H). 0.93 (t. 7 = 7.4. 3 H). 0.88 (d, 7= 7 0 3 H) 
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EXAMPLE 300 

W5>3/.4tf^iiV5-(4^h1orophenvlV1.23.4-tetrahvdro-3-^^ 

chromenor3-4-nquinoline (Compound 400. structure 26A of Scheme XXXVl, where 
R^=r2=H, R3=4-chlorophenvL R^^pitmvl^ 
5 To a solution of (/S/5-5/,4u,5tt)-5-(4^h]oropheny))- 1 ,2,3,4-tetrahydro-3-hydroxy-2.2.4- 
trimethyl-5//-chromenoI3,4-/|quinoHne (structure 14A of Scheme XXXIII, where 
r1=r2=h, R3=4-chlorophcnyl, an intermediate from EXANfPLE 135) (8 mg, 0.016 mmol) 
in DMF (0.5 mL) and excess PrI (0.5 mL) was added 60% NaH in mineral oil (10 mg, 0.25 
mmol). The resulting white slurry was stirred at n for 2 h and was quenched with water (5 

10 mL), The mixture was extracted with EtOAc (2 x 10 mL) and was concentrated to give the 
crude product, which was treated with TFA (0.2 mL) in CH2CI2 (1 mL) for 60 min and was 
quenched with 5 % NaOH (5 mL). The mixture was extracted with EtOAc (2x10 mL), 
concentrated and was purified by silica gel chromatography to afford 2.5 mg (40%) of 
Compound 400 as a coloriess oil. Data for Compound 400: Iff NMR (400 MHz. CDCI3) 

15 7.54(d,y = 7.7, 1 H), 7.48 (d, 7 = 8.4, 1 H), 7.12 (d, 7 8.6, 2 H). 7.09 (d. /= 8.6, 2 H), 

7.02 (t, J = 7.7. 1 H), 6.89 (t, J = 7.7, 1 H), 6.87 (d. J = 7.7, 1 H), 6.62 (d, J = 8.4, 1 H), 6.48 
(s, 1 H), 3.72 (bs, 1 H), 3.28 (m, 2 H), 3.1 6 (d, 7 = 4.0, 1 H), 2.78 (qd, 7 = 7.2, 4.0, 1 H), 
1 .5 1 (d, 7 = 7.2, 3 H), 1 .5 1 - 1 .36 (m, 2 H), 1 .34 (s, 3 H), 1 . 1 4 (s, 3 H), 0.80 (t, 7 = 7.4, 3 H). 

20 EXAMPLE 301 

(/?/5-4/.5n-3-Benzenzvlidene-5-(4-chloroph envlV1.2.3.4-tetrahvdro-2.2.4-trimethvU5W^ 
chromenof3.4-nq uinoline (Compound 401, structure 27A of Scheme XXXVIl, where 
r1=r2=:H. R3=4>chlorophenvL R^=phenvn 

To a solution of Compound 234 (EXAMPLE 134) (35 mg, 0.086 mmol) in THF (4 mL) was 
25 added a 1 .OM ether solution of benzylmagnesium chloride (0.3 mL, 0.3 mmol) and the 

reaction was stirred at rt for 2 h. The reaction mixture was quenched with water (5 mL) and 
extracted with EtOAc (2x10 mL). Removal of solvent and chromatography of the crude 
residue afforded the adduct in 66% yield as a 8:1 mixture of two isomers. The adduct 
intermediate (8 mg, 0.016 mmol) and Burgess reagent (15 mg, 0.063 mmol) in benzene 
30 were heated at reflux for 2 h. Removal of solvent and purification of the mixture on a prep 
TLC plate using a 25% mixture of EtOAc/Hexane as solvent afforded 0.5 mg (7%) of 
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Compound 401 as a colorless oil. Data for Cbmpound 401: 1hNMR(400MHz CDCI3) 
7.61 (d,y = 7.7. I H). 7.56 (d.y= 8.4. 1 H). 7.43 (t. 7 = 7.5, 2 H). 7.32 (t. 7 = 7.7 1 H) 721 
(d. y = 7.6. 2 H). 7.16 (d. y = 8.6. 2 H). 7.05^.93 (m, 2 H). 6.96 (d.y = 8.6. 2 H). 6.72 (d. J 
= 8.4, 1 H), 6.68 (d, y = 7.7. I H), 6.38 (s. 1 H). 6.05 (s. 1 H). 4.02 (q. y = 7.5. 1 H). 3.55 
5 (bs. 1 H), 1 .52 (s, 3 H), 1 .4 1 (s. 3 H). 0.84 (d. y = 7.5. 3 H). 

EXAMPLK yi^ 

f ^/.y-^/,5«).'i.f4.rhlorophrnvl)-1.2.3.4-tetrahvdro.2.2.4.trim.thvl.^> f .chrn^ 

quinolinone (CoTTiponnri 402. «rurr„n. , Schem.» XV u^h^n; r1=H r2^ ^ p -^ 

10 Chlorophenyl) 

This compound (2.2 mg. 4%) was prepared in a manner similar to that described for the 
prepamion of Compound 234 (EXAMPLE 134) from Compound 214 (EXAMPLE 1 14) (50 
mg. 0.16 mmol). In addition. 2.2 mg (4%) of Compound 403 (EXAMPLE 303) was also 
obtained as a clear-coJoriess oil. Data for compound 402: Rf=0.38 (silica gel 25% 
15 EtOAc:hex);lHNMR(400MHz.CDCl3) 7.51 (d,y = 8.5. 1 H). 7.23 (d. y = 8 5 1 H) 
7.16(d.y=8.5.2H).7.04(d.y=8.5,2H).6.84(d.y=8.5. 1 H). 6.78 (m. 2 H), 6.30 (J 1 
H). 3.79 (bis, I H).3.33(q.y=7.5.y = 7.5. 1 H). 1.49(d.y= 7.5. 3 H). 1.46 (s.3H) 1 25 
(S.3H). ■ 



20 



25 



(/z/^^/.5/)-'>-(4-rhiprffnhr.iiYn-i ? 3 4-tetn.hvH»^^ o ^rw^^.^--^f^^^rm --p ' f ] ^ 

qumolinone fComp^im/i 4113- stt^ iym^ e 52 of Sfhi.p^ XV rUh. R2-fj ..».^ 

ChloroDhenvh 

This compound (2.2 mg. 4%) was obtained along with Compound 402 as described above 
(EXAMPLE 302). Data for compound 403: Rf=0.38 (silica gel. 25% EtOAc hex)- 
lHNMR(400MHz.CDCl3) 7.56(d.y=8.5. 1 H).7.31 (d.y=8.5, 1 H). 7.20 (d.'y= 8.5. 
2H).7.10(d.y = 8.5.2H).6.85(d.y=8.5. 1 H). 6.74 (m. 2 H). 6.35 (s. 1 H),3.79(b,s. 1 
H).3.55(q.y=7.5.y = 7.5. 1 H). 1.45 (s.3H). 1.26(s.3H).0.86(d,y = 7.5.3H). 
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EXAMPLE 304 



(/g/5)'K23.4-Teti^vdrc>'K2^.4-tetramethvl-6-trifluoromcthvl-8-Dvranonof5.6-j?lQ^ 
rCompound 404. stnicture 28A of Scheme XXXVm. where R1=r2=r5=h. 
H3=triflwr9methYl, Z=0) 
S In a flame dried r.b. flask was dissolved Compound 250 (EXAMPLE 1 50) (50 mg, 161. 
pmol) in glacial acetic acid (10 mL). To (he stirred solution was added para-formadehyde 
(51 mg« 1.61 mmoU 10 equiv). The cloudy yellow solution stiired for 10 min, then 
NaCNBH3 (SO mg, 805 pmol, 5 equiv) was added at once. Upon addition the solution 
emitted gas for approx. 5 min then turned a brilliant fluorescent yellow/green. After stirring 

10 at rt under a blanket of N2 for 20 h, the solution was slowly poured over ice and qucfnched 
with NaOH (20%), extracted with EtOAc (2 x 50 mL), washed with brine (2 x 25 mL), 
dried over Na2S04 and concentrated in vacuo to give 51 .3 mg (99 %) of Compound 404 as 
a yellow-green solid. Data for Compound 404: Rf = 0.39 (hexanes/EtOAc; 3: 1 ). NMR 
(400 MHz, ClX:i3) 7.31 (dd, 7 = 1.5, 1.5, 1 H), 6.44 (s, 1 H), 6.35 (s, 1 H), 2.90 (s, 3 H. N- 

15 CH3), 2.83 (m, partially obscured by Me. 1 H, C4-H), 1 .84 (dd, J = 4.2. 1 3.3, 1 H, C3-H), 
1 .53 (dd, J = 1 3.0, 1 3.0, 1 H), 1 .36 (d, J = 6.6, 3 H, C4.CIi3). 1 -35 (s, 3 H, C2-CH3). 1 .29 
(s, 3 H, C2-CH3). 



20 f/y5V5-(3-FurvlV1.2.3,4-tetrahvdro-2.2.4-trimethvl-8-pvranonofS.6>glQuinoline 

(Compound 405. structure 63 of Scheme XVIII. where R^=R^H. R3=3-furvl. Z=0^ 
In a oven dried pressure tube equtvuipped with a magnetic stir bar was dissolved (/^5)- 
i;2,3,4-tetrahydro-2,2,4-trimethyl-7-hydroxyquinoline (EXAMPLE 150) (50.8 mg, 292 
pmol), ethyl 3-keto*3-(3-furyl)propionate (O.IO mL, 642 pmol, 2.2 equiv) and ZnCl2 (1 19 

25 mg, 876 pmol, 3 equiv) in abs<^ute ethanol (6 mL). The solution was heated at 105*'C for 19 
h. The cooled solution was concentrated on Celite*^ to give a free flowing powder which 
was purifled via silica gel flash column chromatography using a solvent system of 
hexanes/ethyl acetate (4: 1) to 14.6 mg (16% ) of Compound 405 as a yellow oil. Data for 
Compound 405: Rf = 0.26 (hexanes/EtOAc; 3: 1 ); NMR (400 MHz. CDCI3) 7.76 (s, 1 

30 H). 7.58 (dd, 7 = 1.4, 3.0, 1 H), 7.48 (s, 1 H), 6.66 (s, 1 H), 6.37 (s, 1 H), 6.06 (s, 1 H), 4.37 
(brs, 1 H.NH), 2.91 (m. 1 H,C4-H), 1.78 ( dd, 7 = 4.1, 13, 1 H,C3-H), 1.44 (dd, J= 13, 
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13. 1 H. C3-H). 1.33 (d. J= 6.7, 3 H. C4- CH3), 1.31 (s. 3 H. C2- CH3). 1.23 (s. 3 H. C2- 
CH3). 



10 



15 



20 



25 



30 



EXAMPLE 306 

?-(3'FurYl)- 1 .2-4ihvdTO- 1 .2.2.4-tetramethvl-8.pv ra nonorS.6-plQuinoline fCompounri dMi , 
stnicture 60 of SchMne XVI. where R lgR2gR5sH R3=,3-fiirvl. ZsO^ 
In a flame dried r.b. Hask was dissolved Compound 264 (EXAMPLE 164) (1.1 mg, 3.58 
imiol) in glacial acetic acid (3 mL). To the stirred solution was added para-formadehyde 
(1.2 mg. 36 (imol. 10 equiv). The cloudy yellow solution stiiied for 10 min then NaCNBHs 
(1.1 mg. 17 pmol. 5 equiv) was added at once. Upon addition the solution emitted gas for 
approx 5 min then turned bright yellow. After stirring at rt under a blanket of N2 for 20 h 
the solution was slowly poured over ice and quenched with NaOH (20%). extracted with 
EtOAc (2 X 10 mL). washed with brine (2 x 10 mL), dried over Na2S04 and concentrated in 
vacuo to give a impure product that was further purified by preparatory plate 
chromatography (silica gel, 1000 pm) using a solvent system of 4:1 hexanes/EtOAc to 
afford 0.8 mg (70 % ) of Compound 406 as a yellow-green solid. Data for Compound 406: 
Rf = 0.25 (hexanesi^OAc; 3: 1). *H NMR (400 MHz. CDCI3) 7.77 (s, I H). 7.57 (d. J = 
1 .7. 1 H), 7.30 (s. 1 H). 6.66 (d. y = 1 .7. 1 H). 6.40 (s. 1 H). 6.07 (s. 1 H), 5.33 (s, 1 H. C3- 
H). 2.89 (s. 3 H. N-CH3). 1 .95 (d. 7 = 1 . 1 . 3 H, C4-CH3). 1 .38 (s. 6 H, (CH3)2). 

EXAMM.R3n7 

5-(3-FufY|>-|.2-dihvdro-1.2.2.4-tetramethvl-8-thmpvra n onors.6-p1qiiinolinefCoinpn»nrf 
407. stnicture 29A of Sdienw XXXIX. wh«r e RI»»r2=rS^h. R3-3.fi.rvi 7 ;=n) 

In a dry r.b. flask was dissolved LG12066X (5.2 mg, 16.1 Hmol) in glacial acetic acid (5 
mL). To the stirred solution was added pani-formadehyde (5.4 mg, 160 pmol, 10 equiv). 
The cloudy red solution stiired for 10 min then NaCNBHs (5.1 mg, 80 mhioI, 5 equiv) was 
added at once. After stirring under a blanket of N2 for 12 h the solution was slowly poured 
over ice and quenched with NaOH (20%). extracted with EtOAc (2 x 20 mL). washed with 
brine (2 x 20 mL), dried over Na2S04 and concentrated in vacuo to give an impure product 
that was further purified by prep TLC (silica gel, 1000 jim) using a solvent system of 4: 1 
hexanes/EtOAc to afford 3.2 mg (60%) of Compound 407 as a red solid. Data for 
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Compound 407: Rf = 039 (hcxanes/EtOAc; 3:1). NMR (400 MHz, CDCI3) 7.2 1 (d, J 
= 1.7, 1 H), 7.16 (s. I H), 6.51 (s. 1 H), 5.42 (s. 1 H. CS-HX 2.90 (s, 3 H, N-Cfls). 2.00 (d, J 
= 1.1,3 H, C4-CH3), 1.41 (s, 6 H, (Cai3)2). 



0 



EXAMPLE 308 
6-Chloro-5-f3-furvlVi:2-dihvdro-1.2^,4>tetramethvl-8>Dvrano^^^^ 
(Compound 408. istnicture 60 of Scheme XVI. where r1=r5=h. R2=chlnm 
R3=trifluoroTTiethvK Z=Q^ 

In a dry r.b. flask was dissolved Compound 258 (EXAMPLE 158) (5.9 mg, 17.2 pmol) in 
glacial acetic acid (5 mL). To the stirred solution was added pani-formadehyde (5.5 mg, 172 
Mmol. 10 equiv). The cloudy yellow solution stirred for 10 min then NaCNBHs (5.8 mg, 86 
pmol, 5 equiv) was added at once. After stirring under a blanket of N2 for 12 h the solution 
was slowly poured over ice and quenched with NaOH (20%), extracted with EtOAc (2 x 20 
mL), washed with brine (2 x 20 mL), dried over Na2S04 and concentrated in vacuo to give 
5 an impure product that was further purified by 3 consecutive prep TLCs (silica gel, \000 
ym) using a solvent system of 4:1 hexanes/EtOAc to afford 2.5 mg (40%) of Compound 
408 as a orange/yellow solid. Data for Compound 408: Rf = 0.36 (hexanes/EtOAc; 3:1). 
*H NMR (400 MHz. CDCI3) 7.32 (d, 7 = 1 .7, 1 H), 6.33 (s. 1 H), 5.38 (s, 1 H, C3.H), 2.88 



(s, 3 H, N-CH3). L99 (d, y = 1 . 1 , 3 H, C4-CH3), 1 39 (s, 6 H, (CH3)2). 



EXAMPLE 309 

1 ^.3.4>Tetrahvdro-2,2.4. 1 0-tetra meth vl-6-trifluorDmethvl-8-Pvridonor5.6-glquinoline 
(Compound 409. structure 63 of Scheme XVHL where Rl=methv!. r2:=H- 
R3=trifluorofiiethvl. ZsNm 

S 7>yerf-ButvloxvcarfaamovM.2.3,4-tetrahvdfO-2.2.4,8>t etramethvlquinoline ^structure 72 of 
Scheme X VIIL where R^=methvl, P^f-butoxv. Z=NHV This compound was prepared from 
7-r£it-buty]oxycarbamoyM,2-dihydro-2,2,4,8-tetramethylquinoline (EXAMPLE 155) (4.50 
g, 14.9 mmol) according to the general hydrogenation procedure previously described 
(EXAMPLE 160), affording 4.48 g (99%) of the desired teu^ydroquinoline as a white 

0 solid. Data for 7-/err-butyloxycarbamoyl- 1 ,23*4-tetrahydro-2,2,4,8-tetramethy Iqui noline: 
1h NMR (400 MHz, CDCI3) 7.03 (d, IH, J= 8.3, 5-H), 6.81 (d, IH. 7 = 8.2, 6-H), 6.13(br 
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10 



15 



s. IH.BOCN/0. 3.43 (brs.2H.hW2). 2.91 (ddq. IH./= 19.0. 12.8. 6.6, 4-H). L96(s.3H. 
8^3). ' •'Sand I.40(d of ABq.2H.yAB = 12.8.yA = 5.6.Jb= 12.6. 3-H). 1.31 (d.3H.y 
= 6.7. 4^3), 1.28 and 1.16 ppm [2s. 2 x 3H, 2-(C«3)2l. 

7-An;inp-].2-dihvdro-2.? 4 R-tetramethvlg nin^i ^p p This compound was prepared by 
General Method 12 (EXAMPLE 147) from 7-terr-butyloxycarbamoyl-1.2.3.4-tctnihydio- 
2.2.4.8-tctramethylquinoline (4.48 g, 14.9 mmol) to affofd 2.92 g (96%) of the desired 
aniline as a light reddish oil. Data for 7-amino-l .2-dihydfx».2A4.8-tetramethylquinoline: 
IHNMR (400 MHz. CDC13) 6.89 (d. lH.y=8.1,5-H).6.14(d. lH.y=8.2.6-H).3.42(br 
s. 3H. N//2. N«). 2.87 (ddq. IH.y= 18.7. 12.7. 6.4. 4-H), 1.90(s, 3H. 8-C/f3), 1.70 and 

1.39(dofABq.2H.yAB= 12.8.7^=5.6, JB= 12.5. 3-H). 1 .29 (d. 3H. y = 6.7. 4-Cff3). 
1 .27 and 1 . 1 6 ppm [2s. 2 x 3H, 2-(C«3)2 J. 

} .2^.4-TgtrahYdn>-2.2.4. 1 0-t.^rniniethvl.6-trifi..nr,. niethvl-R-p vrirtn nor5.6-Pln.nnnli^ . This 
compound was prepared by General Method 13 (EXAMPLE 147) from 7-amino-l .2.3.4- 
tetnihydro-2.2.4.8-tetramethylquinoline (2.92 g. 14.3 mmol) and ethyl 4.4.4- 
trifluoroacetoacetate (3.13 mL. 21.4 mmol. 1.5 equivuiv) to afford 2.04 g (44%) of 
Compound 409 as a pale fluorescent-yellow solid. Data for Compound 409: mp 239-40 »C; 
IH NMR (400 MHz. CDQs) 9.70 (br s. IH. CON«). 7.50 (s. IH. 5-H), 6.68 (s. IH. 7-H). 
20 4.13 [brs. 1H.(CH3)2CN#1. 3.00 (ddq. lH.y= 12.9. 12.4. 6.3. 4-H). 2.15 (s.3H. IO-CH3). 
1.83 and 1.46 [dd of ABq. 2H. yAB = 13.0, yA = 5.3. 1.6 Hz (3-Heq„iv). Jb = 12.9. 0 Hz 
(3-Hax)]. 1 .40 (d. 3H, J = 6.6, 4-Cff3). 1 .36 and 1 .25 ppm [2s, 2 x 3H, 2-(a/3)2l. 13c 
NMR(100MHz.CDCl3)d 162.5. 144.9, 139.1. 137.1. 124J, 122.7. 120.9. 113.8. 105.7. 
101.6. 50.2. 43.5. 31.8. 28.9. 27.6. 20.1. 9.7 ppm. Anal. Calcd for Ci7Hi9F3N2a C. 
25 62.95; H, 5.90; N, 8.64. Found: C. 63.02: H, 6.01; N. 8.48. 

EXAMPLE .310 

(R/^- 1 .?.?.4-TetrahydK>4.methvl-6-trifluorr>mo^ h v ) -8-nvrannnn f « ;.6.plouinnlinf^ 
fCon^pQund 410 stnirnirr 33A of .Sch>n||> XL. wh«r> R 1- 3,r6=h. R4=^,hY i, 

30 RS=trinilor»inyfhy!> 
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3-f3>MethoxvaniHno^ propionic acid . To a oven dried SOO mL rb flask equivuipped with a 
magnetic stir bar and a water cooled reflux condenser was dissolved anisidine (S mL, 44.6 
mmol) in toluene (70 mL). The stirred solution was heated to leflux and acrylic acid (3.0 
mL, 44.1 mmol, 1 equiv) was dripped in over a 10 min period to give a clear coloriess 

5 solution. After heating at reflux for 3 h the dark red solution was cooled to rt and 

concentrated in vacuo to remove both the unreacted acrylic acid and toluene to give a 6.4 g 
of a 1 : 1 mixture of the desired amino acid and anisidine as a red viscous oil. Data for 3-(3- 
Methoxyanilino)proionic acid: Rf = 0.1 (hexanes/EtOAc, 3:1); NMR (400 MHz, 
CDCI3) 9.08 (br s. 1 H, NH). 7.28 (d. J = 4.3, 1 H). 7.2 1 (dd, / = 8. 1 . 8. 1.1 H), 7.03 (dd. J 

0 = 1 .3, 7.9, 1 H), 6.67 (dd, J = 2.3, 8.4. 1 H).3.80 (s. 3 H). 3.58 (s, 2 H), 2.33 (s, 3 H). 

1.2.3.4-Tetrahvdro-7- fnethoxv-4-qutnolone . To a oven dried 500 mL rb flask equivuipped 
with a magnetic stir bar and a N2 gas inlet, the material obtained above was dissolved in 
PPA (-150 mL). The resulting red viscous solution was heated at 100**C with constant 

5 stirring under a blanket of N2 for 12 h. The still warm solution was carefully poured over 
ice (1 L) and while vigorously stirring the iced solution with a metal stir itxi the reaction 
was quenched by slow addition of a sat. K2CO3 solution. The near neutral solution was 
extracted with CHCI3 (5 x 150 mL), washed with brine (2 x 100 mL), dried over Na2S04 
and concentrated in vacuo to give an impure solid. The solid was purified by taking up in 

0 EtOAc and concentrating the liquor on Celite™ to give a free flowing powder which was 
purified via flash column chromatography (silica gel, CH2CI2 /MeOH, 95:5) to give 1.2 g 
(62%) of l,2.3,4-tetrahydro-7-methoxy-4-quinolone as a yellow solid. Data for 1,2.3,4- 
tetrahydro-7-methoxy-4-quinolone: Rf = 0.43 (CH2Cl2/MeOH, 95:5): NMR (400 
MHz, CDCI3) 7.79 (d, J = 8.8, 1 H), 6.31 (dd, / = 2.0, 8.9. 1 H). 6.08 (d, / = 2.0, 1 H), 4.54 

5 (br s, I H, NH), 3.78 (s, 3 H, OCH3), 3.54 (td. J = 1 .7, 8.0. 2 H), 2.63 (t, J = 7.0, 2 H). 

N/-ButoxYcarbonvl-L2.3.4-tetrahvdnK7>methoxv-4-ouinolone rstnicture 3 1A of Scheme 
XL. wher e RI~3=h) . To a flame dried 250 mL rb flask equivuipped with a magnetic stir 
bar and a N2 gas inlet was dissolved l,2,3,4-tetrahydro-7*methoxy-4-quinolone (1.18 g, 
0 6.67 mmol) and BOC anhydride (2.03 g, 9.33 mmol, 1.33 equiv) in anhydrous THF (60 
mL). The solution was cooled to O'^C and NJ^-dimethyl-4-aminopyridine (DMAP) (1.30 g. 
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10 



15 



20 



10.7 mmol. 1 .6 equiv) was added with constant stirring. After stirring over N2 for 16 h the 
reaction was carefully quenched with 10% NaHS04 solution (20 mL). The biphasic solution 
was extracted with EtOAc (3 x 50 mL). washed with brine (2 x 50 mL). dried over Na2S04 
and concentrated in vacuo to give 1.65 g (90%) of l-r-butoxycaibonyl-1.2.3.4-tetrahydro-7- 
methoxy-4-quinolone as an off white solid. Data for l-r-butoxycarbonyM.23,4-tetrahydio- 
7-methoxy-4-quinolone: Rf= 0.31 (hexanes/EtOAc.3:l); ^HNMR(400MH2.CDCl3) 
7.27 (d. y = 1 .6. I H). 7.06 (d, J = 8.5. I H), 6.61 (dd. J = 2.4, 8.5. I H). 3.78 (s. 3 H). 3.71 
(t. 7 = 6.0. 2 H). 2.82 (m, 1 H), 2.02 (m, 1 H), 1 .57 (m. 1 H). 1 .27 (d. 7 = 7.0. 3 H). 



(/y^-l-r-ButoxYcarbonv|.|,2,\4-tetrahvdro-4-hvdroxv-4.mPt h v>-7-inethn,Y q..iini;n^ To a 
flame dried 250 mL 3-necked rb flask equivuipped with a magnetic stir bar was added 
Ce(ni)CI-7 H2O (2.74 g, 7.35 mmol. 2 equiv). The flask was heated in a I40°C oil bath 
under reduced pressure (- 1 torr) for 2.5 h. The flask was cooled to rt and slowly filled with 
N2 g. The white powder was suspended in diy THF (30 mL). stirred at rt for 1 h and then 
cooled to -78°C. To the white suspension was added a 1.4 M solution of methyl lithium 
(MeLi) in Et20 (5.25 mL. 7.35 mmol, 2 equiv) by syringe. The daric yellow/brown solution 
stirred at -78»C for 1 h and then l-/-butoxycaTbonyl-l,2;3.4-tetrahydio-7-methoxy-4- 
quinolone dissolved in 3 mL THF was added. The solution stirred at -78 "C for 3 h and was 
warmed to 0"C for 2 h. The reaction did not go to completion and starting material was 
observed by TLC (silica gel. hexane/EtOAc. 3:1). The reaction was quenched with H2O (1 
mL) and allowed to warm to rt. The solution was neutralized with sat NH4CI solution (5 
mL), extracted with EtOAc (3 x 100 mL). washed witii brine (1 x 100 mL). dried over 
Na2S04 and concentrated in vacuo to give a mix of the desired alcohol and starting 
material. The mixture was taken up in EtOAc and concentrated on Cfelite™ to give a free 
25 flowing powder which was purified via flash column chromatography (silica gel, 
hcxanes/EtOAc, 3: 1 ) to give 796 mg (74%) of the desired product as a vicious clear 
coloriess oil. Data for l-r-butoxycart)onyl-l,2.3,4-tetrahydn>-4-hydioxy-4-methyI-7- 
methoxy-quinoline: Rf = 0.20 (hexanes/EtOAc. 3:1); *H NMR (400 MHz. CDCI3) 7.42 (d. 
7= 8.7. 1 H). 7.33 (d. 7 = 2.5, 1 H). 6.66 (dd. 7= 2.5. 8.6. I H), 3.98 (m, I H). 3.79 (s. 3 H. 
30 OCH3). 3.61 (m. 1 H). 1.98 (m. 2 H), 1.58 (s. 3 H). 1.53 (s, 9 H). 
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(R/S^• 1 -NButoxvcarfaonvl- 1 ■2.3.4-tetrahvdro>4-methvl-7-niethoxv-Quinoline 

To a oven dried 250 mL rb flask equivuipped with a magnetic stir bar was dissolved 1-/- 

butoxycaibonyl-l^,3.4*tetrahydro-4-hydroxy'4-mechyl-7-methoxy-quinoline (44 mg, 150 

5 pmol) in EtOAc (15 mL). The flask was repeatedly evacuated and flushed with N2 then a 
catalytic amount of 10% Pd on C (--5 mg) was added. The flask was again evacuated and 
flushed with N2 several times and then H2 was intnxiuced by balloon. The solution was 
stirred under H2 for 12 h. The flask was again evacuated and flushed with N2 several times 
to remove any residual H2 and the solution was Altered through a pad of Celite'"^ and 

0 concentrated in vacuo to give the desired amine (37.0 mg, 133 pmol, 90% yield) as a clear 
colorless oil. Data for l-/-butoxycarbonyl-l^,3»4-tetrahydro-4-methyl-7-methoxy-quinoline: 
Rf = 0.59 (hexanes/EtOAc, 3:1); NMR (400 MHz. CDCI3) 7.28 (d. J =2.3, 1 Ar-8), 
7.07 (d, J =8.5, 1 H, Ar-5), 6.61 (dd, J =2.5, 8.5, 1 H, Ar.6), 3.78 (s, 3 H, OMe), 3.71 (dd. J 
=6.1, 12.2,2H,C2.H),2,83 (m, 1 H, C4-H), 2.00 (m, 1 H,C3-H), 1.58(m, 1 H,C3-H). 

5 1.53. (s, 9 H, (CH3)3)» 1-27 (d, J =7.0 Hz. 3 H. C4-CH3). 

(iZ/5>-1.23.4-Tetrahvdro-4>methvl-7-methoxvquinoline. To a oven dried 250 mL r.b. flask 
equivuipped with a magnetic stir bar and a N2 gas inlet was dissolved 1-r-butoxycarbonyl- 
l,2,3,4-tetrahydro-4-methyl-7-methoxy-quinoline (678 mg, 2.44 mmol) in CH2CI2 (15 mL). 

0 To the stirred solution was added trifluoroacetic acid (TFA) (2 mL) at rt. The solution 
stirred under N2 for 2 h and then quenched with sat NaHCOs solution (25 mL), extracted 
with CH2CI2 (3 X 20 mL), washed with brine (I x 30 mL), dried over Na2S04 and 
concentrated in vacuo to give 370 mg (77%) of the desired quinoline as a clear colorless oil. 
Data for l,23,4-tetrahydro^methyl-7*methoxyquinoline: Rf = 0.32 (hexanes/EtOAc, 3:1); 

5 *H NMR (400 MHz. CDCI3) 6.95 (d, J =8.1, 1 H, Ar.5), 6.22 (dd, J =2.5, 8.3, 1 H, Ar-6), 
6.03 (d, J =2,6, 1 H, Ar-8), 3.86 (br s, 1 H. NH), 3.73 (s, 3 H, OMe), 3.28 (m, 2 H, C2-H). 
2,85 (m, 1 H, C4.H), 1.95 (m, 1 H, C3-H), 1.64 (m, 1 H, C3-H), 1.25 (d. J =6.9, 3H, C4- 
Me). 



(R/S\- 1 .2.3.4-Tetrahvdro>7*hvdrDxv-4>methvlquinoHne. To a flame dried 25 mL rb flask 
equivuipped with a magnetic stir bar and a N2 gas inlet was dissolved l,2,3,4-tetrahydro-4* 
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nicthyl-7.niethoxyquinoIine(17.7mg. 100Minol)inCH2Cl2(3mL). The solution was 
cooled to 0»C under a blanket of N2 and then 250 pL of a 1.0 M solution of BBr3 in 
hexanes (250 Mmol. 2.5 equiv) was added at once by syringe. TTie stincd solution was 
wanned to rt and allowed to react for 3 h. The reaction was quenched with H2O (1 mL) 
5 neutralized with sat. NaHCOa (4 mL) and extracted with CH2CI2 (5 x 50 mL). dried ovir 
Na2S04 and concentrated to give 12 mg (66%) of the desired phenolic quinoline as a light 
yellowoil. Datafor(iV5)-lA3.4.tetnihydio-7-hydn)xy-4.methylquinoIine: Rf = 0.15 
(hexanes/EtOAc. 3: 1); >H NMR (400 MHz. CDCI3) 6.9 1 (d. 7 = 8.7. 1 H). 6. 12 (dd, J = 
2.5. 8.3. I H). 5.97 (d. J = 2.5. 1 H). 3.27 (m. 2 H. C2-H). 2.84 (m. 1 H. C4-H). 1 .95 (m. 1 
10 H. C3-H). 1 .66 (m. 1 H, C3-H). 1 .25 (d. 7 = 6.9. 3 H. C4-CH3). 

r/yy)-1.23,4.TftrqhYrirTM-n)ethvl-6-triflnoromethvl-«-pvr.n o nor5.6.i>1r| „inff|i»> 
(qopipound 410 stnirntrr. 33A of S^hp,», xl wh^.^ R 1-3^r6^h. R4=^ ti^yf 

R^^trifluorompthyl) . I„ an oven dried pressure tube equivuipped with a magnetic stir bar 
15 was dissolved (/J/5)- 1.23,4-tetrahyd«>-7-hydroxy-4-methylqu incline (1 1.7 mg. 64.6 pmol) 
and trifluoromethyl ediyl acetoacetatc (20 mL. 1 46 nmol. 2.2 equiv) and ZnCl2 (20 mg) in 
0.5 mL absolute ethanol. The light yellow solution was heated at 98 "C for 20 h and cooled 
to It. n,e daric green solution was concentrated on Cfclite™ give a free flowing powder 
which was purified via silica gel flash column chromatography using a solvent system of 
hexanes/ethyl acetate (4:l)to give 12.4 mg (66%) ofCompound 410 as a yellow solid. Data 
for Compound 410: Rf = 0. 1 9 (hexanes^tOAc. 3: 1 ); NMR (400 MHz. CDCI3) 7.29 (s 
1 H).6.36(m.2HX4.70(brs. 1 H. NH). 3.43 (m. 2 H. C2-H). 2.95 (m. 1 H. C4-H), 1.97 
(m. 1 H. C3-H). 1.72 (ro. 1 H. C3-H). 1.31 (d.y = 7.0. 3 H. C4.CH3). 

L 2-DihYdro-2,7.-dimrthy|.6.frifluoromethvl.8-nvranonc.r5 fi.olT. m oline (C^ h 1 

Structurp37A 9f .Scheme Yl I wh.reRl-2=p6^H P3-, t4^hvt l>5^^f...^ .^,^^.,., 

i ^-Dihydro-27.-f1imrrhyl-7-fl.l J.trimfthvlam oxv^ouin»lin^r^njcture3<tAnf S>K^ 
XL?, whpp^ p 1=r2^h. R3=R4=ni>.thvl. fe/.hnrvl v^> a oven dried pressure tube 
equivuipped with a magnetic sUr bar was dissolved O-pivaloyl-3-aminophcnol (EXAMPLE 



20 



30 
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138) (4.8 g, 25.0 mmol, 1.5 equiv) and S-methyl-S-acetoxy-l-butyne (2.1 g, 16.7 mmol, 1 
equiv) in dry THF (rS mL). To the stirred solution was added CuCI (240 mg, 25 nunol, 
0J5 equiv). The sealed {mssure tube was heated at 98 for 5 h, cooled to rt and 
concentrated on Celite'^ to give a free flowing powder which was purified via flash 
5 column chromatography (silica gel, hexanes/EtOAc, 5: 1 ) to give 1 .2 g (1 8%) of the desired 
product as an off white solid. Data for 1 ,2-dihydro-2^-dimethyl-7-( U IJ - 
trimethylacetoxy)quinoline: Rf = 0.80 (hexanes/EtOAc, 3:1); NMR (400 MHz, CDCI3) 
6.83 (d,y = 8.0, 1 H),6.23 (m, 2 H), 6.12 (d, J = 2.1, I H), 5.42 (d, 7 = 9.7. 1 H),3.67 (brs, 
1 H). 1.31 (s,9H), 1.29 (s,6H). ^^CNMR (100MHz,CDCl3) 177, 151, 130, 127, 123, 
10 1 17, 109, 105, 52, 49, 3U 27. 

1.2-Dihvdro-7>hvdroxV'2,2-dimethvlquinoline . To a oven dried rb flask was dissolved 1,2- 
dihydro-2,2-dimethyl-7-(l,l,l-trimethylacetoxy)quino]ine (48 mg, 185 Mmol) in absolute 
ethanol (5 mL) and H2O (1 mL). To the stirred solution was added a catalytic amount of 
15 20% aqueous NaOH solution (-0.2 mL). After 1.5 h the dark purple solution was diluted 
with H2O (10 mL), EtOAc (15 mL) and quenched with sat. NH4CI solution (5 mL). The bi- 
phasic solution was extracted with EtOAc (4 x 20 mL), washed with brine (2 x 30 mL), 
dried (Na2S04) and concentrated vi vacuo to give 31 mg (96%) of the desired phenolic 
amine, which was used without further purification. 

20 

L2>Dihvdro-2.2>dimethvl-6->trifluoromethvl-8>Dvranonor5.6-glQuinoline (Compound 411. 
structure 37A of Scheme XLI. where R^'^r6=H. R3=R4s;iTiethvL R^=trifluoromethvK 
X=0\ In a oven dried pressure tube equivuipped with a magnetic stir bar was dissolved 
l,2-dihydro*7-hydroxy-2,2-dimethylquinoline (31 mg, 177 pmol), ethyl (4,4,4- 

25 trifluoroacetoacetate) (75 mg, 408 pniol, 2.2 equiv) and ZnCl2 (75 mg, 550 ^mol, 3 equiv) 
in absolute EtOH. Upon addition of the ZnCl2 the solution went a dark brown. The sealed 
pressure tube was heated at 105 **C for 16 h, cooled to rt and concentrated on Celite™ to 
give a free flowing powder which was purified via flash column chromatography (silica gel, 
hexanes/EtOAc, 5:1) to give 2.3 mg (4.4%) of Compound 411 as a bright yellow solid. 

30 Data for Compound 411: Rf = 0.3 1 (hexanes/EtOAc, 3: 1 ); NMR (400 MHz, CDC13) 
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10 



7.1 1 (s. I H). 6.41 (s, 1 H), 6.32 (s, 2 H). 5.58 (d. 7 = 8.0. I H). 4.39 (br s. 1 H). 1.55 (s, 6 
H). 

EXAMPLE 312 

U3.4-Tetra^Ydn>-2.2-diinethvl-6-trifluofDmethvl-8-iivninonofS ft- glouinolin^ ^«,p»..p^ 
412. structure 40A of -Scheme XLH. where r1-2=r6=:H. R3»R4^mAthYl , 
R5=trinuomnirthY|, 

1 .2^.4-Tetrahvdm-2.2^tinethvl.7-r 111 -tri piethvlacetoxvtouinoline fs^eture 
Scheme XIJl. where R>=r2=h. R3=R4a nethvl. Ptef-hutvi y=9> To a oven dried 250 
mL rb flask equivuipped with a magnetic stir bar and a N2 gas inlet was dissolved 1.2- 
dihydro-2.2-dimethyJ-7-(l.l.l-trimcthylacetoxy)quinoline (EXAMPLE 31 1) (47 mg. 192 
Hmol) in dry EtOAc (5 mL). The flask was repeatedly evacuated and flushed with N2 then 
a catalytic amount of 10% Pd on C (-10 mg) was added. The flask was again evacuated and 
flushed with N2 several times and dien H2 was introduced by balloon. The solution was 
stirred under H2 for 13 h. The flask was again evacuated and flushed with N2 several times 
1 5 to remove any residual H2 and the solution was filtered through a pad of Celite™ and 
concentrated in vacuo to give the desired amine (38.0 mg, 154 nmol. 81 % yield) as an off 
white solid. Data for 1.23,4-tetrahydro-2.2-dimethyI-7-(l.I.l-trimethylacetoxy)quinoline: 
Rf = 0.54(hexanes/EtOAc3:I): 'hNMR (400 MHz, 0003)6.93 (d. 7- 8.1. 1 H),6.26 
(dd, 7 = 2.3.8.1, 1 H). 6.13 (d. 7 = 2.1. 1 H).3.59(brs. I H). 2.73 (t. 7 = 6.7. 2 H). 1.67 (t.7 
20 = 6.7. 2 H). 132 (s, 9 H). 1.18 (s, 6 H). 

K2,3,4-Tetrahvdw>-7-hvdroxv.2.2^imethvlQuinn»ni. To a oven dried rb flask was 
dissolved 1^.3.4.tetrahydro-2.2-dimethyl-7-(l.l,l-trimethylacetoxy)quinoline(38 mg. 154 
pmol) in absolute ethanol (5 mL) and H2O (1 mL). To the stiired solution was added a 

25 catalytic amount of 20% aqueous NaOH soIuUon (-0.2 mL) and stirred under N2 at rt. After 
3 h the daric purple solution was diluted with H2O (10 mL). EtOAc (15 mL) and quenched 
with sat. NH4CI solution (5 mL). The bi-phasic solution was extracted with EtOAc (4 x 20 
mL), washed with brine (2 x 30 mL). dried (Na2S04) and concentrated in vacuo to give 25 
mg (92%) of the desired phenolic amine as a light yellow oil. Data for 1 ,23.4-tetrahydro-7- 

30 hydroxy-2,2-dimethylquinoline: Rf = 0.22 (hexanes/EtOAc. 3: 1 ); NMR (400 MHz. 
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CDOs) 6.82 (d. y= 8.1. 1 H). 6.09 (dd, J = 2.6. 8.2, 1 H). 5.93 (d, J = 2.4. 1 H). 2.^ (t. 7 = 
6.7, 2 H), 1 .67 (t. J = 6.7, 2 H). 1 .19 (s, 6 H). 

l,23.4-Tetrahvdro-2.2-<iimethvl-6-trmuoromethvl-8-ovfanon orS.6-Plouinnlinerrnmp n..n 
5 412. structure 40A of Sch«iie XLH. where r1-2=r6:=r8= h. R3aR4anrthYl , 
R^gtrifluoromethvl. 

2£=Qil. In a oven dned pressure tube equivuipped with a magnetic stir 
bar was dissolved K2.3.4-tetrahydro-7-hydroxy-2^-diniethylquinoline (25.1 mg. 142Mmol). 
TFEEA (62 mg, 338 nmol. 2.2 equiv) and ZnCl2 (62 mg. 462 pnioU 3 cquiv) in absolute 
EtOH. The sealed pressure tube was heated at 105 for 13 h, cooled to rt and concentrated 
10 on Celite™ to give a free flowing powder which was purified via flash column 

chromatography (silica gel, hexanes/EtOAc, 5: 1 ) to 26.3 mg (60%) of Compound 412 as a 
bright yellow solid. Data for Compound 412: Rf = 0.3 1 (hexanes/EtOAc, 3: 1); NMR 
(400 MHz, CDCI3) 7.26 (s, 1 H), 6.37 (m, 2 H). 4.52 (br s, 1 H)m, 2.83 (t. J = 6.6. 2 H). 
1 .74 (t, J = 6.6. 2 H). 1 .28 (s. 6 H). 

15 

EXAMPLE 313 

1.2,3.4-Tetrahvdn>>6-trifluoromethvN8> pvranonor5.6-glQuinoline (Compound 413. structure 
4SA of Scheme XLIll, where R^=H. R2=rtrif1uQromethvn . 

3-Methoxv«fraw^ indanone oxim e (Compound 43A. Scheme XLIIIV To an oven dried 250 
20 mL rb flask equivuipped with a magnetic sUr bar. a N2 gas inlet and a water cooled reflux 
condenser was dissolved 7-methoxyindanone (2.0 g. 12.3 mmol). EtsN (3.0 mL. 21.5 mmol. 
I cquiv) and NH2OH.HCI (1.48 g. 21.5 mmol. 1 equiv) in MeOH (50 mL). The clear 
coloriess solution was heated at reflux for 12 h. cooled to rt and partially concentrated under 
reduced pressure to half the original volume. The liquor was diluted with H2O (25 mL) and 
25 extracted with EtOAc (4 x 50 mL). washed with brine (3 x 25 mL). dried (Na2S04) and 

concentrated in vacuo to afford 2.14 g (99%) of the desired adduct as a white solid. Data for 
3-methoxy-/n»u-indanone oxime: Rf = 0.23 Oiexanes/EtOAc. 3:1); NMR (400 MHz. 
CDCI3) 8.01 (br s, 1 H). 7.47 (d. 7 = 2.4. 1 H), 6.88 (dd, J = 2.4. 8.3. 1 H). 6.82 (d, J = 8.3, 
1 H). 3.30 (s, 3 H). 2.79 (m. 2 H). 2.44 (t, J = 6.7. 2 H). 
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U.3.4-TetrahvdiD-7-methnxvouinolifK. rcompound 44 a . Scheme XI , pi) In a flame dried 
100 mL rt) Hask equivuipped with a magnetic stir bar. a N2 gas inlet and a water cooled 
reflux condenser was dissolved 3-niethoxy-invu indanone oxime (280 mg, 1 .10 mmol) in 
dry THF. Under a blanket of N2 the solution was cooled to 0°C and a 1 .0 M solution of 
LAH in pentane (0.5 mL, 5.0 mmol, 4.3 equiv) was added via syringe. The solution was 
then heated to reflux for 4.5 h. The solution was cooled to rt and quenched with H2O (2 
mL). extracted with EiOAc (3 x 25 mL). washed with brine (50 mL). dried over Na2S04 
and concentrated on CeliteTM to give a free flowing powder which was purifled via flash 
column chromatogr^y (silica gel, hexanes^tOAc. 3: 1) to give 14 mg (8%) of the desired 
adduct as an off white solid. Data for l,23.4-tetnihydn>.7-methoxyquinoline: Rf = 0.35 
(hexanes/EtOAc. 3:1); *H NMR (400 MHz. CDCI3) 6.84(d.y= 8.0. 1 H). 6.19 (dd.y = 
2.5. 8.2. 1 H). 6.03 (d, J = 2.5. 1 H), 3.81 (br s, 1 H). 3.73 (s. 3 H). 3.27 (m. 2 H). 2.69 (t, J 
= 6.4.2H). 1.91 (m,2H). 



15 



1 .2^.4-tytrahYdiV-7-hydrnxyquinoline . In a flame dried 100 mL rt) flask equivuipped with a 
magnetic stir bar and a N2 gas inlet was dissolved 1.23.4-tetrahydro-7-methoxyquinoline 
(14.0 mg, 85.8 pmol) in CH2CI2 (-3 mL). The solution was cooled to -78»C under a 
blanket of N2 and a 1 .0 M solution of BBr3 in CH2a2 (0.25 mL. 250 jimol. 3 equiv) was 
added via syringe. The solution stirred at -78»C for Ih. warmed to 0°G for 1 h and rt for 2 h. 
The reaction was quenched with H20 (2 mL), extracted with CH2CI2 (3 x 20 mL). washed 
with brine (2 x 20 mL), dried (Na2S04) and concentrated vi vacuo to afford 12 mg (88%) of 
tiie desired adduct as a yellow oil. Data for l,2,3,4-tetfahydio-7-hydroxyquinoline: Rf = 
0.21 (hexanes^Ac.3:l): NMR (400 MHz, €003) 6.79 (d, 7 =8.2. 1 H).6.12(dd,y 
= 2.4, 8.0, 1 H), 6.04 (d, J = 2.3, 1 H). 4.78 (br s. I H). 3.27 (m, 2 H). 2.67 (m. 2 H). 1.91 
25 (m. 2 H). 



20 



<.2.3.4-Tglrahydro-6-triflupromethvl~8-DvranonorS.6-gl Q uinoltiie rrnmoomd 413 ^»u^m - 
4SA of gchcme XLin. where Ri=H R2=trifluommrthvn In a oven dried pressure tube 
equivuipped with a magnetic stir bar was dissolved 1.2.3.4-tetrahydK>-7-hydfOxyquinoline 
(1 1.7 mg. 78.5 pmol). TFEEA (>10 fold excess) and Zna2 OlO fold excess) in absolute 
EtOH (3 mL). The sealed pressure tube was heated at 1 10°C for 16 h. cooled to rt and 
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concentrated on Celite™ to give a free flowing powder which was purified via flash 
column chromatography (silica gel, hexanes/EtOAc, 4:1) to give 8.6 mg, (41%) of 
Compound 413 as a bright yellow solid. Data for Compound 413: Rf = 03 1 
(hexancs/EtOAc, 3: 1 ); *H NMR (400 MHz, CDCI3) 7.2 1 (s, 1 H), 6.35 (m, 2 H). 4.66 (br s, 
5 1 H). 3.40 (m, 2 H), 2.80 (U 7 = 6.3, 2 H). 1 .95 (m, 2 H). 

EXAMPLE 314 

fiefar4-Ethvl-l .23.4-tetrahvdro-6-trifluoromethvl>8-pvr anonor5.6^ rr^mp nnnrf 
414. structure 33A of Scheme XL. where r1'3s=r6 =h. R4=ethvL R^^trifluommPthYl) 

to (/yy)'l-g-Butoxvcarbonvl-4-ethvl-1.2.3.4-tetrahvdri>4-h vdrDxv-7-f^^ Tn ^ 

flame dried 250 mL r.b. flask equivuipped with a magnetic stir bar and a N2 gas inlet was 
dissolved (/2/5)-l-r-Butoxycarbonyl-l,2,3,4-tetrahydro-7-methoxy-4-quinolone (106 mg, 
390 pmol) in dry THF (8 mL). The solution was cooled to O^'C under a blanket of N2 and a 
1 .0 M solution of ethyl magnesium bromide (EtMgBr) in ethyl ether ( 1 .3 mL, 1 .36 mmol, 

15 3.5 equiv)was added via syringe. The solution was stirred at 0°C for 2 h and at rt for 3 h. 
The reaction did not go to completion and starting material was observed by TLC (silica gel, 
hexane^tOAc, 3:1). The reaction was quenched with H2O (2 mL). extracted with EtOAc 
(4 x 25 mL), washed with brine (40 mL), dried over Na2S04 and concentrated in vacuo to 
give 38 mg (32%) of the desired alcohol as a coloriess oil. Data for (/2/5)-l -r- 
20 butoxycaibonyl-4-ethyl-L23,4-tetrahydro-4-hydroxy-7.methoxyquinoline: Rf = 0.14 

(hexanes/EtOAc» 3: 1 ); NMR (400 MHz, CDCI3) 7.36 (d, J = 8.7, 1 H, Ar-5H). 7.34 (d, 
J = 2.5, 1 H. Ar-8H), 6.67 (dd, J = 2.5, 8.5, 1 H, Ar-6H), 4.08 (m. 1 H), 3.86 (br s, 1 H. 
OH), 3.79 (s, 3 H, OMe), 3.43 (m. 1 H). 1 .87 (m, 3 H), 1 .53 (s, 9 H, t-butyl), 0.859 (t, J = 
7.4.3H,^H3). 

25 

(R/S)' 1 >r-Butoxvcarbonvl-4-ethvU 1 ■2 3,4-tetrahvdro-7-methox vouinoline . To an oven dried 
250 mL r.b. flask equivuipped with a magnetic stir bar and a N2 gas inlet was dissolved 
(R/Sy- 1 '/-butoxy carbonyl-4-ethy I- 1 ,2,3,4-tetrahydn>-4-hydroxy-7-methoxyquinoline (37.6 
mg, 123 nmol) in dry EtOAc (8 mL). The flask was repeatedly evacuated and flushed with 
30 N2 then a catalytic amount of 10% Pd on C (-10 mg) was added. The flask was again 

evacuated and flushed with N2 several times and then H2 was introduced by balloon. The 
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solution was stirred under H2 for 14 h. The flask was again evacuated and flushed with N2 
several times to remove any residual H2 and the solution was filtered dirough a pad of 
Cfclite™ and concentrated in vacuo to give 34 mg (95%) of the desired amine as a clear 
colorless oil. Data for (««)-I-/-butoxycarbonyi-4-ethyl-U3.4-tetrahydro-7- 
5 methoxyquinoline: Rf = 0.52 (hexanes/EtOAc. 3:1); *H NMR (400 MHz. C3X;i3) 7.27 (d. 
J = 2.3. 1 H. Ar-8H). 7.02 (d. / = 8.5. 1 H. Ar-5H). 6.59 (dd. J = 2.7. 8.4. 1 H. Ar-6H). 3.78 
(s. 3 H. OMe). 3.74 (m. partially obscured by OMe. 1 H). 3.58 (m. 1 H). 2.62 (m. 1 H). 1.95 
(m. 1 H). 1 .72 (m. 2 H). 1 .53 (s. 9 H. t-butyl). 1 .48 (m. partially obscured by t-butyj. 1 H). 
0.949(t.J=7.4.3H.-CH3). 

(/?/.y)-4-Ethyl-1.2.3.4-tetrahvdro.7.methnTY nnin^l iP > a oven dried 250 mL r.b. flask 
equivuipped with a magnetic stir bar and a N2 gas inlet was dissolved (JVS)-l-r- 
butoxycartx,nyl-4-ethyl-1.23.4-tetrahydro-7-methoxyquinoline (34.0 mg. 1 17 jimol) in dry 
CH2a2 (1 mL). To die stirred solution was added TFA (1.2 mL) at it and was allowed to 
react for 2 h. The dark red solution was quenched with sat NaHCOa solution (10 mL). 
extracted widi CH2CI2 (3 x 25 mL). washed witii brine (50 mL). dried (Na2S04) and 
concentrated in vacuo to afford 21 mg (95%) of the desired amine as a clear light yellow oil. 
Data for (JVS)w^ethyM.2.3.4-tetrahydro-7-meti«,xyqulnoline: Rf =0.1 (hexanes/EtOAc. 
3:1): HNMR(400MH2.CDa3)6.92(d.y=8.5. 1 H).6.2I (dd. 7= 2.5. 8.2, 1 H).6.03 
(d.7 = 2.5. 1 H).3.73(s.3H).3.27(m.2H).2.59(m. 1 H), 1.86 (m. 1 H). L75(m.2H). 
1 .48 (m, 1 H). 0.968 (t. / = 7.4. 3 H). 



25 



30 



(j?/5>-4-EthYl-l 2.3.4-tetrahYdn>-7-hvdn>XVQuinolinr fstmctu». l^A »f S chema XT. u,tw.^ 
R»-3=H.F^=ethyl> . In a flame dried 100 mL rb flask equivuipped with a magnetic stir bar 
and a N2 gas inlet was dissolved (i«/S)-4-ctf>yM.23.4-tetrahydro-7-metiioxyquinoline (21 
mg. 109.9 nmol) in CH2CI2 (4 mL). The solution was cooled to O'C and a 1.0 M solution 
of BBrj in CH2CI2 (0.33 mL. 320 nmol. 2.75 equiv) was added slowly by syringe. The 
solution was warmed to rt and stirred under a blanket of N2 for 9 h. The reaction was 
quenched by addition of sat. NaHC03 solution (5 mL). extracted widi CH2CI2 (3 x 25 mL). 
washed with brine (2 x 20 mL). dried (Na2S04) and concentrated in vacuo to give 1 9 mg 
(99%) of die desired phenolic amine as a clear yellow oil. Data for (R/S}-4-cthy\- 1 ,23.4- 
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tetrahydn>-7-hydroxyquinoline: 'h NMR (400 MHz, CDCI3) 6.85 (d. / = 8. 1 . 1 H). 6. 1 1 
(dd. J = 2.4. 8.3. 1 H). 5.98 (d. J = 2.4. 1 H). 3.25 (m. 2 H). 2.57 (m. 1 H). 1 .85 (m. 1 H). 
1.76 (m. 1 H), 1.67 (m, 1 H). 1.51 (m, 1 H), 0.940 (t, 7 = 7.4. 3 H). 

f/y.y)-4-Ethyl-1.2.3.4-tetrahvdn>-6-trinuoromethvl-8-iivrannnors.6-Plq..in 
414. stnictun? 33A of Scheme XL. where r1-3,r6^h. R4=rth vl. RS^triflnn^^^^ h yi) in a 
oven dried pressure tube equtvuipped with a magnetic stir bar was dissolved (ii/S)-4-ethyl- 
1.23.4-tetrahydFO-7^ydroxyquinoIine (19 mg. 109 fimol) and TFEAA (excess) and ZnCl2 
(excess) in absolute EtOH (-3 mL). The sealed pressure tube was heated at lOI'C for 10 h. 
cooled to rt and concentrated on Celite™ to give a free flowing powder which was purified 
via flash column chromatography (silica gel. hexanes/EtOAc. 3:1) to give 3 mg (47%) of 
Compound 414 as a bright yellow solid. Data for Compound 414: Rf=0.19 
(hexanes/EtOAc. 3: 1 ); *H NMR (400 MHz, CDCI3) 7.25 (s. I H), 6.38 (s. 1 H), 6.36 (s. 1 
H). 4.70 (br s. 1 H), 3.40 (m. 2 H). 2.70 (m. 1 H). 1.89 (m. 2 H). 1.67 n(m. 1 H). 1.55 (m. 1 
15 H). 0.95 (t. J = 7.4. 3 H). 



10 



EXAMPLE 31 S 

f/?/ty)-1.2.3.4-Tetrahvdro-l .4-dimethvl -8-Dvranonof5.6-g1ouinoline fCompound 415. 
StniCture 34A of .Sfhfme XL. when^ r1-3=r6=r8 ^h. R4=methv|. R5=trifliinmm>.thY|> 

20 In a flame dried 1 00 mL rb flask equivuipped with a magnetic stir bar was dissolved 

Compound 410 (EXAMPLE 310) (10.0 mg. 35.6 pmol) in glacial acetic acid (4 mL). To 
the stirred solution was added /Mira-formad^yde (1 2 mg. 356 fimol. 10 equiv). The cloudy 
yellow solution stirred fw 10 min then NaCNBHs (12 mg. 178 jmiol. 5 equiv) was added at 
once. Upon addition the solution emitted gas for approx 5 min then turned bright yellow. 

25 After stirring for 12 h the solution was slowly poured over ice and quenched with NaOH 
(20%). extracted wiUi EtOAc (2 x 25 mL). washed with brine (50 mL). dried (Na2S04) and 
concentrated in vacuo to give 8.9 mg (86%) of Compound 415 as a yellow-gieen solid. 
Dau for Compound 415: Rf = 0.22 (hexanes/EtOAc; 3: 1 ); NMR (400 MHz, CDCI3) 
7^5 (s. 1 H). 6.42 (s. 1 H), 6.35 (s. 1 H). 3.42 (m. 2 H). 3.00 (s, 3 H). 2.91 (m. I H). 2.00 

30 (m. 1 H), 1 .72 (m. 1 H), 1 .28 (d. 7 = 6.8. 3 H). 
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EXAMPLE 316 

f/y.yH-EthYl-l.?,3.4-tetrahYdro-l-methvl-8.Dvninf>nnrs 6-glQuinnlm» fComnonnrt 4K , 
^cturp 34A of Scheme XL. where r1-3=r6^b8 ^ h. R4=ethvl P5^triflunmm^tt^v |) 
In a flame dried 100 mL rb flask equivuipped with a magneHc stir bar was dissolved 
Compound 414 (8.0 mg. 27.1 nmol) in glacial acetic acid (3 mL). To the stirred solution 
was added paro-formadehyde (8.0 mg. 271 nmol, 10 equiv). The cloudy yellow solution 
stirred for 10 min tiien NaCNBHa (8.0 mg. 135 nmol. 5 equiv) was added at once. Upon 
addition Uie solution emitted gas for approx. 5 min then turned bright yellow. After stirring 
for 1 2 h the solution was slowly poured over ice and quenched with NaOH (20%). extracted 
with EtOAc (2 X 25 mL). washed with brine (50 mL). dried (Na2S04) and concentrated in 
vacuo to give 7.9 mg (94% yield) of Compound 416 as a bright yellow-green solid. Data 
for Compound 416: Rf = 0.23 (hexanes/EtOAc; 3: 1 ); *H NMR (400 MHz. CDCI3) 7. 20 
(s, I H). 6.43 (s. 1 H), 6.35 (s. 1 H). 3.47 (m. 1 H). 3.30 (m. 1 H). 3.00 (s. 3 H). 2.68 (m. 1 
H). 1.89 (m. 2 H). 1.56 (m. 4 H). 0.980 (d. 7= 7.4. 3 H). 



EXAMPLE 317 

?.2-Pimgtl>y|-l ? 3 4-tetrahvdro-6-trifloromBthYl-R - Dvridonor5 fi-flouinoline rrnmp ^^.p,^ 
417. structure JQA »f Scheme XT I L where R i-2=R6=H. R3=:R4=m>.tl,Y i, 
R5=trifluommff||t.Y||> 

2® 7-rm-ButYloxycart>amovl.l.2-dihvdro-2.2.di»...h v lotiinnlin<> r.,n.rture 36A of Srh>>mp 
yi^Il. where R Ur2=h. F3=T^^^TW>thyl) . To a flame-dried 200 mL r.b. flask containing 3- 
rm-butylcari)amoylaniline (EXAMPLE 147) (7.7 g. 0.037 mol) in 40 mL of anhydrous THF 
was added CuQ (183 mg. 1.8 mmol). triethylamine (5.15 mL. 0.037 mol) and 3-acetoxy-3- 
methyl-l-butyne (4.66 g. 0.037 mol). The reaction mixnire was bnnight to reflux for 5 h 

25 then cooled to rt and filtered Uiough a short pad of cclite. Purification by flash column 

chromatography (silica gel, hexanes/ethyl acetate, 7:3) afforded 6.83 g (67%) of the desired 
propargyl intermediate that was used directly for the next step. The propaigyl amine (6.5 g. 
0.0237 mol) was dissolved in 40 mL of anhydrous THF, CuCI (234 mg. 0.0024 mol) was 
added and the mixture was heated to reflux for 16 h. The reaction mixture was diluted with 

30 ethyl acetate (200 mL), and washed wiUi water and brine. The organic layer was dried 

(Na2S04) and concentrated in vacuo to an oil that was subjected to chromatography (silica 
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gel, hexanes/ethyl acetate, 9:1) which afforded 2.24 g (34%) of 7-fm-butyloxycarbamoyl. 
l,2-dihydro-2,2-dimethylquinoliiie along with 4Jg (63%) of the undesired regioisomer. 
Data for 7-/eit-butyloxycarbanioyl- 1 ^-dihydro-2^-diinethylqulnoUne: NMR (AOO 
MHz. CDCI3) 6.80 (bs. IH). 6.77 (d. 7 = 7.4. IH). 6.33 (bs. 1H). 6.31 (bd. J =7.4. 1H)..6.I8 
5 (d.y = 9.7. lH).5.37(d.y = 9.7. lH),3.70(bs. IH). 1.49(s.9H). K27(s.6H). 

7-Ainino- 1 ,2.3.4-tetrahvdro-2.2-diiTi ethvlQuinoHne . A solution of 7-rm- 
butyloxycarbamoyl-1.2-dihydro-2,2-difnethy]quino]ine (3.4 g, 0.012 mol) in ISO mL of 
ethyl acetate was hydrogenated under an aunosphere of hydrogen with Pd-C 10% (340 mg) 

10 at rt for 7 h. Filtration over celiie afforded 3.7 g ( 100%) of pure 7-rm*butyloxycarfoanioyl- 
l,23>4-tetrahydro-2.2-dimethylquinoline. The title compound was prepared by General 
Method 12 (EXAMPLE 147) from 7-rerf-butyloxycarbamoyl-l,2,3,4-tetrahydro-2,2- 
dimethylquinoline (3.7 g, 0.012 mol) to afford 2.35 g (100%) of 7-ainino-l,23,4-tetrahydro- 
2;2-dimethylquinoline as a light reddish oil. Data for 7-aniino-1.2.3,4-tetrahydro-2.2- 

15 dimethylquinoline: ^H NMR (400 MHz. CIX:i3) 6.77 (d. J = 7.9. IH). 6.00 (dd, J = 7.9, 
2.2. 1H).5.8I (d.y = 2.2, lH),3.47(bs. IH). 3.40 (bs, 2H). 2.66 (t.J = 6.7. 2H). 1.65 (t,7 = 
6.7. 2H). 1.18 (S.6H). 

?,2-Dimethvl> 1 .2,3.4>tetrahvdro-6-triflorom ethvl>8>Dvridonor5.6-/1quinoline f Componnri 
20 417. structure 40A of Schem e XLIL where r1'2^r6=.h R3^R4^ethvL 

R^^^rifluorpmethyl). This compound was prepared by General Method 1 3 (EXAMPLE 
147) from 7-amino-1.2.3.4-tetrahydro-2.2-dimethylquinoline (2.35 g, 0.012 mol). ZnCl2 
(2.74 g. 0.02 mol) and ethyl 4.4.4-trifluoroacetoacetate (2.15 mL, 0.013 mol) to afford 1.91 
g (48%) of Compound 417. Data for Compound 417: ^H NMR (400 MHz. DMSO d6) 
25 11.70(s, lH).7.18(s. lH).6.85(s. lH).6.35(s. IH). 2.65 (t. 7 = 6.6. 2H), 1.61 (t,y = 6.6. 
2H). 1.17 (S.6H). 



EXAMPLE 318 

(/S/yV1^.3.4>teti ^vdro-6-trifluoromcthvl-2.2.4»trimethvN8>Dvridonof5.6-n>3>Qui 
30 fComtx>und 418. structu re 47A of Scheme XLIV. where R^^R^^^H. R3=trif1uoromethv!^ 
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1 .9-di.iefy-ButYloxvrarhainovl. 1 -2.dihvri« w6.trifl«n«>m^thvi.2.2,4-triiT,.thv i.«- 
PYn<ipnorg.(>-flnuinolinp fstmcmm 4<>A n f Scheim. yT.IV wher« R Up2-h , 
l<3=frjflMproinefbY|) . To a suspension of NaH 60% in mineral oil (16 mg. 0387 mmol) in 1 
mL of anhydnnis THF at 0»C. was added dropwise, a solution of Compound 247 
(EXAMPLE 147) (100 mg. 0.32 mmol) and the lesulUng mixtuie was stined at 0 »C for 10 
min. A solution of t-Boc20 (78 mg, 0355 mmol) in 1 mL of THF was added dropwise and 
the reaction mixture was stined at it for 1 h. The reaction mixture was quenched with water 
( 1 mL). extracted with ethyl acetate (2 x 5 mL) and concentrated in vacuo to give 148 mg 
( 1 00%) of a yellow solid that was used directly for the next step. To a solution of 9-/m- 
butyloxycaibamoyl-l .2-dihydro-2.2.4-trimethyl-8-pyridono[5.6-/lquinoline (130 mg. 

0. 32mmol) in 10 mL of anhydrous THF at -78»C was added n-BuU 2.5 M in hexane (121 
mL. 0.32 mmol) and the mixture stirred for 10 min. t-Boc20 (73 mg. 0.33 mmol) in 1 mL 
of THF was added and the reaction mixture stirred at -78''C for 6.5 h. The temperature was 
raised to 0 "C and the mixture quenched with water (3 mL). extracted with ethyl acetate (2 x 
10 mL), dried (Na2S04) and concentrated in vacuo to give a solid residue. PurificaUon by 
flash column chromatography (silica gel. hexanes/ethyl acetate. 8:2) gave 79 mg (48%) of 

1. !Mi-/err-butyIoxycaibamoyl-1.2-dihydro-2A4-trimethyl-8-pyridono[5.6-/]quinoline(15). 
iHNMR (400 MHz. 03X33)7.76 (S.IH). 7.72 (s. IH).7.38(s. lH).5.67(s. lH).2.13(s. 
3H). 1.62 (s. 3H), L57 (s, 9H). 1.50 (s. 9H). 

l-rm-bMtYlO^Yggrfaamovl-l ? 3 4-tetn.hvrfm-^-hvrfn»xv-6-trifl..n».p ethvl-? 2>t-tri^^,Ky [,Q, 
pyridopor5.6-nqninolin«- . A solution of 1.9-di-/m-butyloxycarbamoyl-1.2Hlihydix>-2A4- 
trimethyl-8-pyridono[5.6-yiquinoline (79 mg. 0.155 nmiol) in 2 mL of anhydrous THF at rt 
was treated with 388 uL of BH3.THF (1.0 M in THF. 0.388 mmol) for 3 h and was then 
quenched with 78 ^iL of NaHCOa satd't followed by 30% H2O2 (78 pL). The reaction 
mixture was stined for 1 h. then 2 mL of water was added. The mixtuie was extiaaed with 
ethyl acetate (5 mL). dried (Na2S04) and concentrated in vacuo to an oil that was subjected 
to flash column chromatography (silica gel, hexanes/ethyl acetate. 7:3) to give 21 mg (32%) 

ofl-/m-butyloxycart>amoyl-1.23.4-tetrahydn>-3-hydroxy-2.2.4-trimcthyI-8.pyridonor5.6- 
/Iquinoline. Data for l-»m-butyloxycarbamoyl-1.23,4-tetrahydro-3-hydroxy-2.2.4- 
trimethyl-8-pyridono[5.6-^quinoline: Ifl NMR (400 MHz, CDCI3) 12.5 (bs. IH). 7.51 (s. 
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IH), 7.28 (s. IH). 6.85 (s, IH). 3.19 (dd, J = 7.3, 5.2, IH), 2.91 (m, IH), 2. 14 (d, J = 7.0, 
IH). 1.65 (s,3H). 1.55 (s,9H). 1.52 (s,3H), l,46(d,y = 6.l, IH). 

(/Z/yV1.2,3.4>tetrahvdrc>-6-trifl uoromethvl*2,2.4-^^ 
5 (Compound 418. structure 47A of Scheme XLIV. whe re R>=rR2=H, R3=trifluoromethvf> 
To a suspension of PCC (50 mg, 0.23 mmol) in 2 mL of dichloromethane at rt was added I - 
re/t-butyloxycarbamoyl- 1 ^3.4-tetrahydro-3-hydroxy-6-trifluoroniethy l>2,2,4-triniethy 1-8- 
pyridono[5,6-/)qutnoHne (16) (10 mg, 0.023 mmol) in 1 mL of dichloromethane. The 
reaction mixture was stirred at rt for 1 .5 h, then it was filtered over celitc and the solvent 

10 was removed in vacuo to give a dark oil that was subjected to flash column chromatography 
(silica gel. hexanes/ethyl acetate, 6:4) to give 5.5 mg (56%) of I -r^rr-butyloxycarbamoyl- 
l,23,4-ieirahydro-6-trifluoromethyl-2,2,4-trimethyl-8-pyridono[5,6-y]-3-quinolinone that 
was used directly for the next step. The title compound was prepared by General Method 12 
(EXAMPLE 147) from I -rerr-butyloxy carbamoyl- l,2,3,4-tetrahydro-6-trifluoiomethyl- 

1 5 2,2,4-trimethyl-8-pyndono[5,6:/]-3-quinolinone (5.5 mg, 0.0 1 3 mmol) to afford 3 mg (7 1 %) 
of Compound 418. Data for Compound 418: ^ H NMR (400 MHz, CDCI3) 12.3 (bs, IH). 
7.51 (s, IH). 6.85 (s, 1H),6.71 (s, lH),4.27(s, 1H),3.61 (q,y = 6.3, IH). 1.55 (d.y = 6.3, 
3H), 1 .40 (s, 3H), 1 .3 1 (s, 3H). 

20 EXAMPLE 319 

5- Trifluoromethvi-7-DvridonorS.6>g1indolin e fCompound 419. structure 49A of Schgme 
XLV. where Rl=trifluoromethvL R2=rm 

6- Aminoindoline. A solution of 6-nitroindoline (1 g, 6.1 mmol) in 50 mL of ethyl acetate 
was hydrogenated under an atmosphere of hydrogen with Pd-C 10% (100 mg) at rt for 3 h. 

25 Filtration over celite afforded 1.0 g (98%) of 6-aminoindoline. Data for 6-amtnoindoline: 
1h NMR (400 MHz. CDCI3) 7.40 (d. J = 7.4. IH), 6.05 (d, J = 2.0. IH), 6.03 ( d, J = 7.5, 
IH). 3.67 (bs . IH). 3.49 (t, 7 = 8.1. 2H), 3.48 (bs, 2H), 2.90 (t, J = 8.2. 2H). 



5-Trifluoromet hvl-7-Dvridonof5.6-glindoline fCompound 419. structure 49A of Scheme 
30 XLV. whe re R^sstrifluoromethvL R^^m This compound was prepared by General Method 
13 (EXAMPLE 147) from 6-aminoindolinc (200 mg, 1.2 mmol), ZnCl2 (262 mg, 1.93 
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mmo)) and ethyl 4A4*trifluoFoacetoacetate (194 inL, 1 .32 mmol) to afford 100 mg (32%) of 
Compound 419. Data for Compound 419: NMR (400 MHz* DMSO d6) 12.1 (s. IH), 
7.31 (s, IH), 6.82(5, lH).6.49(s. IH), 6.40(s. lHX3.59(t,y=8.1.2H),3.01 (t,7=r8.1. 
2H). 

5 

EXAMPLE 320 

8-(4-Chloroben70vlVS>trifluoromethvl-7-p vridonor5.6-glindoline rCompound 4211. structure 
50A of Scheme XT.V. where R^:^fluromethvL r 2=h. R3=4^h1ofODhenvlV 
To a solution of Compound 419 (EXAMPLE 319) (13 mg. 0.05 mmol) in 2 mL of 

10 anhydrous THF at -78 •'C was added n-BuLi 2.5 M in hexane (2 1 mL. 0.05 mmol) and the 
resulting mixture was stirred for 15 min. Then 4-chlorobenzoyl chloride (6.4 mL. 0.05 
mmol) was added and the reaction mixture was slowly brough to rt over a period of 30 min. 
The reaction mixture was quenched with a saturated aqueous solution of NH4CI (1 mL), 
extracted with ethyl acetate (5 mL) and concentrated in vacuo to an oil that was subjected to 

15 nash column chromatography (silica gel, hexanes/ethyl acetate, 8:2) which afforded 3 mg 
(15%) of Compound 420. Data for Compound 420: NMR (400 MHz, CDCI3) 8. 1 9 (d, 
J = 8.6.2H), 7.77 (s, 1H),7.51 (d. 7 = 8.6, 2H), 7.25 (s. IH). 6.99 (s, 1H),4.45 (s, IH). 3.77 
(t. J = 8.0. 2H). 3.28 (t, y = 8.0. 2H). 



20 EXAMPLE 311 

7-ym-Pytyloyyip^rb?TnoYl-1.2-dihvdn>-2.2.8-trimethvlouinoline ^stmct»» > 36A. Scheme 
XLH, where R l=R3=R4=:methvL r2=.h. P=N butoxv. Xr=NHV To a flame-dried 10 mL r.b, 
flask containing 3-rerr-butylcarbamoyl-2-methylaniline (EXAMPLE 155) (490 mg. 0.0022 
mol) in 3 mL of anhydrous THF was added CuCl (11 mg. 0.1 nunol). triethylamine (307 

25 mL. 0.0022 mol) and 3-acetoxy.3.mcthyl-l-butyne (278 mg. 0.0022 mol). The reaction 
mixture was brought to reflux for 5 h then cooled to rt and filtered through a short pad of 
celiie. Purification by flash column chromatography (silica gel, hexanes/ethyl acetate, 7:3) 
afforded 290 mg (46%) of the desired propargyl intermediate that was used directly for the 
next step. The propargyl amine (290 mg, 0.001 mol) was dissolved in 5 mL of anhydrous 

30 THF, CuCl (5 mg, 0.05 nunol) was added and the mixture was heated to reflux for 16 h. 
The reaction mixture was diluted with ethyl acetate (10 mL). and washed with water then 
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brine. The organic layer was dried (Na2S04) and concentrated in vacuo to an oil that was 
subjected to chromatograiAiy (silica gel, hexanes/ethyl acetate* 9:1) which afforded 114 mg 
(40%) of 7-rer7-butyloxycarbanK>yl-l^-dihydro-2^,8-triniethylquinoline. I>ata for 
butyloxycarbamoyl-I ;2-dihydro-2,2,8-trimethy]quinoline: NMR (400 MHz. CDCI3) 
5 6.85(d. J = 7A IH), 6.75 (d,y = 7.4. 1H).6.23 (d.y = 9.5. lH).6.18(bs. lH).5.42(d,7 = 
9.5. IH). 3.57 (bs. IH). 1 .92 (s. 3H). 1 .45 (s. 9H). 1 .29 (s. 6H). 



7- Amino- 1 .2.3,4-tetrahvdro-2.2.8-triniethvlquinoline. A solution of 7-/en- 
butyloxycart)amoyl-1.2-dihydro-2.2.8*trimethylquinoline (1 14 mg. 0.39 mmol) in 4 mL of 

10 ethyl acetate was hydrogenated under an atmosphere of hydrogen with Pd-C 10% (1 1 mg) at 
rt for 7 h. Fihration over Celite afforded 60 mg (60%) of 7-rm-butyloxycarbamoyM , 2,3,4- 
tetrahydro-2.2.8-trimethylquinoline. The title compound was prepared by General Method 
12 (EXAMPLE 147) from 7-rert-butyloxycarbamoyl- 1 ,2,3,4-tetrahyd^o-2.2.8- 
trimethyIquinoHne (60 mg, 0.206 mmol) to afford 30 mg (77%) of 7-amino- 1 ,2,3.4- 

1 5 tetrahydro-2.2,8-trimethy Iquinoline as a light reddish oil. Data for 7-amino- 1 ,2,3.4- 

tetrahydro-2.2.8-triniethylquinoline: NMR (400 MHz. CDCI3) 6.70 (d, J = 7.9. IH). 
6.09(d.y=7.9. IH). 3.30 (bs, 3H), 2.71 (t.y = 6.7. 2H). 1.89 (s. 3H). 1.65 (t. 7 = 6.7. 2H). 
1.21 (s,6H). 



20 2.2. 1 0-Trimeth vl- 1 .23,4-tetrahvdrp-6-t rifloromethvU8-pvridonor5.6-nauinoline 

(Compound 421, stnicture 40A of Scheme XUl, where Rl=rR3=R4=me|hvL r2=:r6=:H. 
R^=trifluoroniethvn. This compound was prepared by General Method 13 (EXAMPLE 
147) from 7-amino-1^.3.4-tetrahydn>-2.2.8-trimethylquino]ine (30 mg. 0.159 nunol). ZnCl2 
(35 mg, 0.255 mmol) and ethyl 4.4.4-trifluoroacetoacetate (26 mL, 0.175 mmol) to afford 

25 21 mg (42%) of Compound 421. Data for Compound 421: NMR (400 MHz. CDCI3) 
9.13 (s. IH), 7.34 (s, IH). 6.67 (s. IH). 4.10 (s. IH). 2.88 (t, /= 6.7. 2H). 2.10 (s. 3H). 1.75 
iUJ- 6.7. 2H). 1 .30 (s. 6H). 



EXAMPLE 322 

30 1.2.3.4-Tetrahvdro-6-trifluoromethvl-8-pvridonor5.6-/lquinoline (Compound 422. structure 
S3A of Scheme XLVI. whe re r1-3^r5=,h. R^^trifluoromethvn 



'^09m945S PCT/US95/16096 

283 



7-NlffP-lA?.4-tgffahYdroquinoline. 1,2,3,4-TetrahydroquinoIine (5 g. 0.0375 mol) was 
dissolved in 16 mL of sulfuric acid and the temperature lowered to 0"C, then 90% fuming 
nitric acid (1.67 mL, 0,0375 mol) was added slowly and die mixture strirred at 0»C for 30 
min. It was then poured onto 100 g of ice and extracted with dichloromethane (2 x 100 
5 mL). The organic phase was washed with saturated aqueous solution of NaHCOa (75 mL) 
and concentrated in vacuo to a reddish residue that was subjected to chromatography (silica 
gel, hexanes/ethyl acetate. 8:2) which afforded 4.1 g (61%) of 7.nitro- 1,2,3,4- 
tetrahydroquinoline. Data for 7-nitro-l,2,3.4-tetrahydroquinoline: NMR (400 MHz. 
CDC13) 7.39 (dd. J = 8.3. 2.2. IH). 7.26 (d. J = 3.5. IH). 7.01 (d, J = 8.3, IH), 4.16 (bs, 
10 1H).3.35 (t,7 = 5.0.2H).2.8(t,y = 6.3.2H), 1.95 (quintet, y» 6.1. 2H). 

7-Amino-1.2.3.4-tetrahvdroQuinoH ne rstnicture S2A of ^Scheme XLVI, where Ri-3=t^) a 
solution of 7-nitn>-1.2.3.4-tetrahydroquinoline (396 mg. 0.0022 mol) in 4 mL of ediyl 
acetate was hydrogenated under an atmosphere of hydrogen with PdC 10% (40 mg) at rt for 
15 2 h. Filtration over celite afforded 330 mg (100%) of 7-amino-1.2.3.4-tetrahydroquinoline. 
Data for 7-amino-l A3.4-tetrahydroquinoline: NMR (400 MHz. CDCla) 6.72 (d. J = 
7.9. IH). 6.00 (dd. J = 7.9, 2.3. IH). 5.84 (d. 7 = 2.3. IH). 3.67 (bs. IH). 3.42 (bs. 2H). 3.24 
(t. J = 5.0. 2H). 2.65 (t. J = 6.4. 2H), 1 .91 (quintet. 7 = 6.0 Hz. 2H). 

20 l.?.3.4-T?trahydro-6-trifluoromethvl-8-r)vridonQrs.6./lq u inoline rrnmpound 422, stnu^,r^ 
g3A of Scheme XLVl. where rI -3-.r5 sH. R4«:trifliiomm>^hv^A This compound was 
prepared by General Method 13 (EXAMPLE 147) from 7-amino- 1,2.3,4- 
tetrahydroquinoline (330 mg, 0.0022 mol). ZnCl2 (452 mg. 0.0033 mol) and ethyl 4.4.4- 
Uifluoroacetoacetate (356 mL, 0.0024 mol) to afford 70 mg ( 1 1 %) of Compound 422. Data 

25 for Compound 422: ^H NMR (400 MHz. DMSO de) 1 1 .7 (bs. 1 H). 7. 1 1 (s. 1 H), 6.92 (s, 
IH), 6.35 (s. 2H). 3.22 (bs. 2H). 2.71 (t. 7 = 5. 1. 2H). 1 .93 (quintet. J = 6.1, 2H). 



EXAMPLE 323 

1 .2-DihYdro-6-trif1iioromethvl- 1 .2.2.4-tetramethvl -8-Dvridnnftf ';.6-flQuinoline rCompound 
30 423. structure 60 of Scheme XVI. where R 1-2^r5=h. R3=trifluommethvl 7=fJU) 
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To a stirred solution of Compound 247 (EXAMPLE 147) (100 mg, 0.323 mxnol) and 
parafonnaldehyde (98 mg, 3.23 mmol) in 3 mL of acetic acid at it was added poitionwise 
sodium cyanoborohydride (102 mg, 1.61 mmol). The resulting mixture was stirred at 25**C 
for 29 h then carefully poured into 20% aqueous NaOH (10 mL) and ice 10 g and the pH 
5 adjusted to -7. The mixture was extracted with dichloromethane (25mL). dried (Na2S04) 
and concentrated in vacuo to a fluorescent yellow solid that was subjected to flash column 
chromatography (silica gel. hexanes/ethyl acetate, 8:2) to give 92 mg (7 1 %) of Compound 
423. Data for Compound 423: NMR (400 MHz, CDC\3) 11. 21 (bs, IH), 7.33 (s, IH), 
6.67 (s, IH), 6.23 (s, IH). 5.39 (s. IH), 2.92 (s, 3H), 2.02 (s. 3H), 1.38 (s. 6H). 

10 

EXAMPLE 324 

3.3-Dimethvl-> 5-trifluoromethvl-7-Pvridonor5.6-glindoline (Compound 424. structure 57A 
of Scheme XLVI l. where R>=methvL R^R^=H. R3=trifluoromethvn . 
2-bromo-Ar.(2-m ethv1>2-propenvlV5-nitroaniHne (structure S5A of Scheme XLVIL where 

15 R^=methv KR^m To a suspension of NaH 60% dispersion in oil (97 mg, 0.0023 mol) in 2 
mL of anhydrous THF at 0**C was added 2-bromo-S-nitroaniline (500 mg, 0.(X)23 mol) in 2 
mL of THF dropwise, the temperature was raised to rt to complete deprotonation then 
lowered to 0 '*C. 3-bromo-2-methylpTopene (232 mL, 0.0023 mol) was added very slowly 
and the reaction mixnire was stirred at 0**C for 3 h then neutralized with water (5 mL). The 

20 mixture was extracted with ethyl acetate (2x10 mL), dried (Na2S04) and concentrated in 
vacuo to an oil that was subjected to flash column chromatography (silica gel, hexanes/ethyl 
acetate, 8:2) to give 200 mg (32%) of 2-bromo-//-(2-methy]-2-propenyl)-5*nitroaniline 
(structure 55 A of Scheme XLVII, where R ^ =methyl, r2=H). Data for 2-bromo-M<2- 
methyl-2-propcnyl)-5>nitroaniHne: ^H NMR (400 MHz, CDCI3) 7.55 (d, J = 8.5, IH), 7.40 

25 (dd, J = 83, 2.8, IH), 7.39 (d, J = 2.8, IH), 4.96 (s, 2H), 4.95 (bs, IH), 3.82 (d, J = 5.9, 2H), 
1.81 (s,3H). 

3.3-Dimethv]»6>nitroindoHne (structure 56A of Scheme XLVIL where R^=methvl. R^HV 
A solution of 2-bromo-7V-(2-methyl-2-propenyl)-5-nitroaniline (100 mg, 0.369 mmol), 
Pd(OAc)2 (2 mg, 0.0073 mol), Bu4NBr (119 mg, 0.369 mmol) and triethylamine (129 mL, 
30 0.922 mmol) in 1 mL of dry DMF under argon atmospere was heated at 80 ^'C for 1 h. Then 
sodium formate (25 mg, 0.369 nmiol) was added to the reaction mixture with continued 
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heating at 80 ''C for 20 Water (2 mL) was added and the mixture was extracted >yith ethyl 
acetate (2x5 mL), dried G^a2S04) and concentrated in vacuo to an oil that was subjected to 
flash column chromatography (silica gel» hexanes/ethyl acetate, 8:2) to give 60 mg (80%) of 
33-dimethyl-6-nitroindoline. Data for 3,3-dimethyl-6-nitroindoHne: NMR (4(X) MHz, 
5 C3X:i3) 7.60 (dd. 7=8.2,2.0, IH), 7.35 (d.y = 2.0, lH).7.08(d,y = 8.2, IH),3.98(bs, IH), 
3.41 (s,2H). 1.33 (s,6H). 

6-Amino-33-dimethvlindo1ine. A solution of 33-dimethyl-6-nitroindoline (60 mg, 0.3 1 
mmol) in 3 mL of ethyl acetate was hydrogenated under an atmospheie of hydrogen with 
10 Pd-C 10% (10 mg) at rt for 3 h. Filtration over celite afforded 45 mg (90%) of 6-amino-3,3- 
dimethylindoline. Data for 6-amino-3,3-dimethylindoline: NMR (400 MHz, 
CDCl3)6.80(d, 7=7.8, IH), 6.08 (dd, 7 = 7.8, 2.1, IH),6.01 (d,7 = 2.1, IH), 3.60 (bs, IH), 
3.50 (bs, 2H), 3.26 (s, 2H), 1.25 (s, 6H). 

15 3,3-Dimethvl-5>trifluoromethvl-7-p vridonorS.6-glindoline rCompound 424. stnicnire S7A 
of Scheme XLVII. where R^s mcthvL r2=r4=h. R^rrtrifluoromethyh - This compound 
was prepared by (General Method 13 (EXAMH-E 147) from 6-amino-3,3-dimethylindoline 
(45 mg, 0.277 mmol), ZnCl2 (57 mg, 0.416 mmol) and ethyl 4,4,4-trifluoroacetoacetate (45 
mL, 0.305 mmol) to afford 7.3 mg (9%) of 3.3-dimethyl-5-trifluoromethyl-7-pyridono[5,6- 

20 elindoline (22). >H NMR (400 MHz, CDCI3) 12.4 (bs, IH), 7.32 (s, IH), 6.73 (s, IH), 6.52 
(s, IH), 4.33 (s. IH), 3.45 (s, 2H), 1.36 (s, 3H). 

EXAMPLE 325 

(R/S)- 1 .2.3.4>Tetrahvdro-4> methvl-6-( trifluoromethv])>8«Dvridonor5.6>glQuinoline 
25 (Compound 425. strucni re 62A of Scheme XLVm. where R>'3sr6=h. R^=methvL 
R^=trifluoromethvn . 

K2.3.4-Tetrahvdro-4« quinolinone (strucnire S9A of Scheme XLVHl. where R^'3=H> . In a 
200 mL r.b. flask was inuxxluced aniline (9.78 mL, 0.107 mol), acrylic acid (7.36 mL, 0.107 
mol) and toluene (100 mL). The reaction mixture was stirred and heated at 100** C for 16 h, 
30 cooled to rt and the solvent was removed in vacuo 10 give 10.34 g (60%) of the desired 

intermediate carboxylic acid .that was used directly without further purification for the next 
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Step. In a SOO mL r.b. flask was introduced the acid (10.34 g, 0.064 mol) and 
polyphosphoric acid (200 mL). The reaction mixture was stirred and heated at IW* C for 
1 6 h. The reaction mixture was cooled to rt. poured onto 700 mL of a 1 : 1 mixture of 
ice/water and neutralized slowly with NaOH. The aqueous phase was extracted with ethyl 
5 acetate (3 x 200 mL), dried (Na2S04) and the solvent was removed in vacuo to give a solid 
residue that was subjected to flash chromatography (silica gel, hexanes/ethyl acetate* 6: 1 ) to 
afford 6.97 g (76%) of l»2,3,4-tetrahydro-4-quinolinone. Data for l,2,3,4-tetrahydro-4- 
quinolinone: NMR (400 MHz. CDCI3) 7,84 (dd. 7 = 7.9 . 1 . MH). 7.28 (ddd, J = 7.9, 
7.9. 1.2, IH). 6.72 (ddd. 7= 8.1. 8.1.0.8, IH). 6.66 (d.7=8.l. 1H).4.49 (s. IH). 3.56 (t. 7 = 
10 6.9. 2H). 2.69 (t, 7 = 6.8, 2H). 

1 -fg/t-Butv loxvcarbon vK 1 .2.3.4-tetrahvdro-4>quinolinon€ . To a stirred solution of B0C2O 
(10.05 g, 0,046 mol) and 1.2.3,4-teUahydro-4-quinolinone (6.16 g» 0.042 mol) in THF (100 
mL) at 0** C was added slowly DMAP (5.1 1 g, 0.042 mol) in 100 mL of THF. The reaction 

15 mixture was stirred overnight, then water (75 mL) was added and the mixture was extracted 
with ethyl acetate (2 x 200 mL). The organic phase was dried (Na2S04) and the solvent 
was removed in vacuo to give a solid residue that was subjected to flash chromatography 
(silica gel. hexanes/ethyl acetate. 8:2) which afforded 8.5 g (82%) of 1-rm- 
butyloxycarbamoyl-].23*4-tetrahydro-4H)uinolinone. Data for l-rm-butyloxycaibonyl- 

20 1 .2.3,4-tetrahydro-4-quinoHnone: NMR (400 MHz. CDCI3) 7.98 (dd, 7 = 7.9, 1 .7, 1 H). 
7.76 (d,7=8.4. IH). 7.49 (ddd, 7 = 7.5, 7.5, 1.7. IH). 7.15 (ddd,7= 8.0, 8.0. 0.9. IH). 4.15 
(t. 7 = 6.3. 2H), 2.76 (t. 7 = 6.6. 2H), 1 .55 (s. 9H). 

l-rm-Butvloxvcarfaonvl-1.23.4-tetr ahvdro-4-hvdroxv-4-methvlquinoHne . To a solution of 
25 1 -rcrf-buty loxycarbony 1- 1 ,2,3,4*tetrahydro-4-quinolinone ( 1 70 mg, 0.687 mmol) in THF (5 
mL) at 0** C was added 3.0 M methylmagnesium bromide in ether (688 mL, 2.1 mmol). The 
reaction mixture was stirred at 0^ C for 1 h then quenched with water (2 mL), extracted with 
ethyl acetate (2x10 mL), dried (Na2S04) and the solvent was removed in vacuo to give an 
oil that was subjected to flash chromatography (silica gel, hexanes/ethyl acetate, 7:3) to 
30 afford 1 20 mg (66%) of 1 -/err-buty loxycarbonyl- 1 ,23,4-tetrahydro-4-hydroxy-4- 

methylquinoline . Data for l-fc/t-butyloxycarbonyM,23,4-tetrahydro-4-hydroxy-4- 
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methylquinoline: NMR (400 MHz. DMSO-d6) 7,54 (d, J = 7.7, IH), 7 JO (dd. / = 7.7. 
L5. IH), 7,14 (ddd./= 7.3, 7.3, 1.7, IH), 7.04 (ddd,/= 7.9, 7.9. 1.0, IH). 5.14 (s, IH), 
3.69 (m, 2H). 1 .87 (t, / = 6.5, 2H). 1 .46 (s. 9H). 1 .37 (s, 3H). 

l-/grr-Buwloyvcarbonvl-l,2.3.4-tetrahvdTo- 4-niethvlQui A solution of l*/m. 

butyloxycarbonyl-l,2,3,4-tctrahydra-4.hydroxy-4-methylquinolm (109 mg, 0.41 mmol) in 
ethyl acetate (3 mL) was hydrogenated under an atmosphere of hydrogen with 10% Pd/C (10 
mg) and a trace of cone. H2SO4 at rt for 7 h. Filtration over CeliteTM affoixied 93 mg (92%) 
of l-rm-butyloxycarbonyl- 1.2,3 ,4-tetrahydn>4-methyIquinoline. Data for 1-rm- 
butyloxycarbonyl-l.2,3,4-tetrahydro^-methylquinoline: NMR (400 MHz. CDCI3) 7.62 
(d.y=8.1, IH). 7.16 (d,y= 7.8, IH). 7.1 l(ddd. J= 7.8, 7.8. 1.6, 1H).7.0I (ddd.7=7.7, 
7.5. 1.0. IH). 3.71 (m. 2H). 2.87 (ddq.y = 6.8. 6.8. 6.8, IH). 2.04 (dddd, 7 = 7.4. 7 A 7.4, 
6.1, IH). 1.61 (m, IH), 1.51 (s,9H). 1 .3 (d, J = 6.8, 3H). 

^i^i^t4-tetrahvdro-4-mcthvlQuinol ine fstnicture 60A of Scheme XLVIIL where r1-3sH , 
l^^^netfiyl) . This compound was prepared by General Method 12 (EXAMPLE 147) from 
l-rm-butyloxycart)onyM,2,3,4-tetrahydro^niethylquinoline (93 mg, 0.353 mmol) to 
afford 55 mg (95%) of l^;3,4-tetrahydro-4-methylquino]ine as an oil which was used 
directly without purification for the next step. 

7-Nitro-l .2.3,4-tetrahvdro^metlivlquinnlp i > 1 ,2,3,4.Tetrahydro^methylquinoline (55 
mg. 0.337 mmol) was dissolved in sulfuric acid (0.5 mL) and the temperature was lowered 
to 0** C. To this solution 90% fuming nitric acid (15 mL, 0.337 mmol) was added slowly 
and the mixture stirred at 0** C for 1 h. then wanmed to rt. The reaction mixture was poured 
onto 1 g of ice and extracted with dichloromethane (2x5 mL). The organic phase was 
washed with sat. NaHCOa (1x3 mL) and concentrated m vacuo to a reddish residue that 
was subjected to chromatography (silica gel. hexanes/ethyl acetate. 8:2) which afforded 36 
mg (52%) of 7-nitro-l,23»4-tetrahydro-4-methylquinoline. Data for 7-nitro- 1.2.3.4- 
tetrahydro-4.mcthylquinoline: NMR (400 MHz, CDCI3) 7.41 (dd. J = 8.3. 2.2, IH), 
7.27 (d,y=r 2.3. 1H).7.11 (d,y = 8.3. 1H).4.21 (s. 1H),3,35 (m. 2H). 2.95 (m, IH), 1.96 
(m, IH), 1.72 (m. IH), 1.3 (d. J = 7.0. 3H). 
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1.2,3.4-TetrahvdiT>-4>iTiethvl-6-trinuoroTTiethvl-8-Dvri (Compomy H 
4251. A solution of 7.nitro-l,23»4-tctrahydio-4.methylquinoUne (36 mg. 0.172 mmol) in 
ethyl acetate (3 mL) was hydrogenated under an atmosphere of hydrogen with 10% Pd/C (4 
5 mg) at rt for 2 h. Filtration over Celite™ affonled 26 mg (85%) of 7-ainino- 1 ^.3,4- 
tetrahydro-4-methylquinoline (structure 61 A of Scheme XLVIII, where R^'^sH. 
R'^smethyl) that was used without further purification for the next step. The title compound 
was prepared by General Method 13 (EXAMPLE 147) from 7-amino-l^,3,4-tetrahydro-4- 
methylquinoline (26 mg, 0.145 mmol), ZnCl2 (30 mg, 0^18 mmol) and ethyl 4,4,4- 
1 0 trifluoroacetoacetate (2 1 mL, 0. 1 45 mol) to afford 0.8 mg (2%) of 1 ,2,3,4-tetrahydro-4- 
methyl-6-trifluoromethyl-8-pyridono[5,6-^]quinoiine (Compound 425). Data for 
Compound 425: NMR (400 MHz, DMSO-de) 1 1.65 (bs, IH), 7.20 (s. IH), 6.96 (s. 
IH). 6.37 (s, 2H),3.25 (m,2H), 2.90 (m. IH). 1.84 (m, IH). 1.59 (m, IH), 1 .20 (d, J = 6.9, 
3H). 

15 

EXAMPLE 326 

1 ,2-DihYdro-2.2.4-triroethvl-6->methox vmethvK8-pvrid onor5,6-Plquinoline (Compound 426. 

structure 57 of Scheme XVIL whem rUr2^h, R3^ethoxvmerhvl X=MH^ 

To a name-dried 25-mL rb flask at n was added ethanol (10 mL) and 7-amino-L2-dihydro- 

20 2,2,4-trimethylquinoline (EXAMPLE I47)(600 mg, 3.5 mmol), and the mixture stirred at ft 
until the amine had completely dissolved. Methyl-4-methoxyacetoacetate (680 pL, 5.3 
mmol. 1 .5 equiv) was then added, followed by Zna2 (960 mg, 7.0 mmol, 2.0 equiv). The 
reaction was stirred at rt under N2 for 24 h. The solvent was removed under reduced 
pressure, and the solid residue was dissolved in EtOAc (10 mL). The organic phase was 

25 washed with sat'd. NaHCOa (adjusted to pH 9 with 3.0 M NaOH) (3x5 mL), dried 

(Na2S04). and concentrated under reduced pressure. Purification by flash chromatography 
(silica gel, CH2CI2 / MeOH, 9: 1 ), afforded 65 mg (7%) of Compound 426 as a dark yellow 
powder. Data for Compound 426: R/0.42 (CH2a2:MeOH. 9: 1 ); NMR (400 MHz, 
DMSO-d6) 1 1.24 (s, IH, 9-H), 7.12 (s, IH, 5-H), 6.63 (s. IH, 7.H), 6.26 (s. IH, 10-H), 

30 6.04 (s, IH, 3.H ), 5.35 [s, IH, (CH3)2CN// ), 4.56 (s, 2H. CH2). 3.37 (s, 3H, OC//3), 1.93 
(s, 3H, 4-Cff3), 1 .21 [s, 6H. C(C^3>2l- 
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EXAMPLE 327 

lA2.-Trimethvl-1.2^.4-tetrahvdro-6-trinu romethvl-8-pvranonors.6-gta^ 
fCompound 427. structure 41 A of Scheme XLH. where R 1-2=r6-r8-h. R3-4-mfttl^Y |, 
5 R5=trifluomniethvlV 

This compound was prepared in the manner similar to that described for Cbmpound 416 
(EXAMPLE 316) from Compound 412 (EXAMPLE 312) (5 mg) to give Compound 427 
(4.2 mg, 93% yield) as a bright yellow solid. Data for Compound 427: *H NMR (400 
MH2,CDCl3)7.19(s. I H). 6.49 (s. 1 H).6.36(s. J H).2.91 (s. 3 H), 2.78 (t,y= 6.5, 2H). 
10 l.84(t,y = 6.5,2H). 1.31 (S.6H). 

EXAMPLE 328 

(fj/S)- 1 . 2,3.4-Tetr^hvdro-4-i>ronvl-6-trifluom m ethvl-8-pvninonor5.6-p 1qu jnnUti,. 
(Compound 428. stnicmre 33 A of - Scheme XL. where R 1-3 r6=h. R4sn.pr»pvl 
IS RSatrinuommftthyn 

l-fgrr-BwtOXYcarbonvl-4-hvdroxv.7-inethoxv^pnmvlmimnMnP This compound was 
prepared in a manner similar to that described for l-ierr-butoxycarbonyl-4-ethyl-4-hydroxy- 
7-methoxyquinoline (EXAMPLE 314) from l-;«rr-butoxycaibonyl-1^.3.4-tetfahydio-7- 
methoxy-4^uinolinone (100 mg) to give the desired quinoline (51.2 mg. 40% yield) as an 
20 off-white solid. DaUfor l-/ert-butoxycaibonyl-»-hydroxy.7-methoxy-4-propyl-quinolinc: 
NMR (400 MHz. CDCI3) 7.37 (d, 7 = 8.7. 1 H). 7.30 (d. 7 = 2.5; 1 H). 6.66 (dd. J = 8.9. 
2.8. 1 H). 4.08 (m. 1 H). 3.86 (s. 3 H). 3.42 (m. 1 H). 2.04 (m. 1 H). 1.89 (m. 1 H). 1.81 (m. 
2 H), 1.53 (s. 9 H). 1.26 (m, 2 H). 0.90 (t. 7 = 73. 3 H). 

^ ir^<^-ButQXVCarbonvl-7-methoxv -4-proDvlquinoline . This compound was prepared in a 
manner similar to that described for l-rcrt-butoxycart>onyl-4-ethyl-1.2.3,4-tetrahydTo-7- 
methoxyquinoline (EXAMPLE 314) from l-/m-butoxycarbonyI-1.2,3,4-tetrahydro-4- 
hydroxy-7-methoxy-4-propylquinoline (50 mg) to give the desired quinoline (44.3 mg. 94% 
yield) as a colorless oil. Data for l-rerf-butoxycarbonyl-7-ni^oxy-4-pn>pylquinoline: *H 

30 NMR (400 MHz, GDQs) 7.27 (d. J » 2.5, 1 H). 7.01 (d, 7 = 8.6. 1 H), 6.59 (dd. J = 8.5. 
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2,5. 1 H). 3.78 (s. 3 H). 3.73 (m. I H). 3.58 (m, 1 H). 2.70 (m. 1 H). 1 .94 (m, 1 H), I.7I (m. 
1 H), 1 .63 (m, 1 H). 1 .53 (s. 9H), 1 .40 (m. 3 H), 0.93 (t. J = 7.2, 3 H) 

1 ,23.4-Tetrahvdio-7-nfbthoxv-4-Dropvlquinoline fstnict ure 32A of Scheme XI.. whem R N 
5 3=H. R^=n'DroDvl^. This compound was prepared in a manner similar to that described for 
4-ethyl-l,23,4-tetrahydro-7-niethoxyquino]ine (EXAMPLE 314) from l-rm- 
butoxycarbonyM,23,4-tetrahydn>-7-methoxy-4-propylquino]ine (44 mg) to give the desired 
quinoiine (28 mg, 98%) as a colorless oil. Data for 1,2.3 ,4>tetrahydFO-7-methoxy-4- 
propylquinoline: NMR (400 MHz, CDCIs) 6.90 (d, J = 8.2, 1 H), 6.20 (dd, J = 8.4, 2.6. 
10 1 H), 6.03 (d. J = 2,5, 1 H). 3.83 (br s, 1 H), 3.72 (s, 3 H). 3.28 (m. 2 H), 2.68 (m, 1 H), 1.89 
(m, 1 H). 1 .75 (m, 1 H). 1 .60 (m, 1 H), 1 .46 (m, 3 H), 0.94 (t. 7 = 7. U 3 H) 

I.2,3,4-Tetrahvdro-7-hvdroxv-4-pr opvlquinoline . This compound was prepared in a manner 
similar to that described for 4^thyM,2,3,4-ietrahydro-7-hydroxyquinoline (EXAMPLE 

15 314) from 1 *23.4-tetrahydro-7-methoxy-4-propylquinoline (28 mg) to give the desired 
quinoline as a coloriess oil. which was used without further purification in the following 
reaction. Data for 1^3.4-tetrahydro-7-hydroxy-4-propylquinoline: NMR (400 MHz. 
CDQa) 6.84 (d. y = 8.2, 1 H). 6. 10 (dd, J = 8.2. 2.3. 1 H). 5.97 (d, J = 2.2, 1 H), 3.78 (br s, 
1 H). 3.29 (m 1 H), 3.2 1 (m, 1 H), 2.66 (m. 1 H), 1 .87 (m. 1 H). 1 .75 (m, 1 H). 1 .60 (m, 1 

20 H), 1 .45 (m, 3 H). 0.933 (t. 7 = 7.2. 3 H). 

4>PropYM,2,3,4>tetrahvdro-6-trifluromethvl>8>DvranQnnr 5.6>g1quinoline f Compound 4MV 
This compound was prepared in a manner similar to that described for Compound 414 
(EXAMPLE 314) from l,2,3,4-tetrahydro-7-hydroxy-4-propylquinoline (23 mg) to give the 
25 Compound 428 (28.4 mg, 61 %) as a yellow solid. Data for Compound 428: NMR (400 
MHz, CDCI3) 7.23 (s, 1 H), 6.37 (s, 1 H), 6.36 (s. 1 H), 4.70 (br s. 1 H), 3.40 (m, 2 H), 2.81 
(m, 1 H), 1.88 (m. 2 H), 1.47 (m, 3 H), 0.963 (t, 7 = 7.2. 3 H) 
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EXANfPLE329 
lA?.4-TgtrahYdn^2.7,4-triniethvl-6.trifluomin«^vl-0 . thionvfan-^ 
fgPFnpcKiiwi 429, StniPtiilT of Scheme XLIX, wh^n. R 1 -2=r7=h ^ 3-5^Uy^ 

i To a solution of Compound 266 (EXAMPLE 166) (50 mg. 0.15 nunol) in dlchloromethane 
(7 mL) was added trietbylsilane (0.23 mL , 1.5 mmol) and TFA (0.25 mL) at rt. After 15 
h. the reaction was complete according to TLC. The reaction mixture was quenched with a 
saturated NaHCOa solution (10 mL). This solution was extracted with EtOAc (20 mL ). 
The organic layer was washed with water and brine (3 x 5 mL each), dried (Na2S04). and 
concentrated in vacuo to afford the erode product as an orange solid. The crude pitxhict was 
purified by prep TLC (20 x 20cm. lOOO^m. 1 : 1 CH2Cl2:Hex.) to afford 49 mg (99%) of 
Compound 429 as a yellow solid. Data for Compound 429: R/= 0.44 (silica gel. 25% 
EtOAc:Hex): NMR(400 MHz. CDCI3) 7.70 (s, 1 H). 6.62 (s. 1 H), 6.46 (s. 1 H). 4.41 
(hrs. 1 H).2.95(ddq.y= 12.9.6.1. 1 H). 1.81 (dd,7= 12.9. l.I. 1 H). 1.48 (d.y = 6.1. 1 H), 
15 1.41 (d. 7 = 6.1. 3 H), 1.31 (s. 3 H). 1.24 (s. 3 H); IR (film. NaCl) 1 134. 1 177. 1200. 1235. 
1269, 1368. 1365. 1420. 1451. 1476. 1520. 1634, 3351. 

EXAMPLE aaft 

1,2-PihYdTXvl . 7 , ?.4-retramethYl-6-trifluoromeihvl.Q.th iopvran-«-nnnf5.6.Plrminnlm 
2° gPiPPQUntf 430 . smiCture 60 of Scheme XVI wh.^ r 1-2,r5=h R3=rrinuort>m^fhvl 

To a stirred solution of Compound 266 (EXAMPLE 166) (100 mg. 0.30 mmol) and 
paraformaldehyde (93 mg. 3.0 mmol) in acetic acid (3 mL) at tt was added portionwise 
sodium cyanoborohydride (100 mg. 1.50 mmol). The resulting mixmre was stirred at rt for 
16 h. then carefully poured into 20% aqueous NaOH (10 mL) and ice (10 g) and the pH 
adjusted to -7. The mixture was extracted with dichloromethane (25 mL). dried (Na2S04) 
and concentrated in vacuo to a fluorescent yellow solid that was subjected to flash column 
chromatography (sUica gel, hexanes/ethyl aceute, 9:1) to give 90 mg (88%) of Compound 
430 as a fluorescent yellow solid. Data for Compound 430: NMR (400 MHz, CDCI3) 
7.48 (s. 1 H). 6.62 (s, 1 H), 6.45 (s, I H). 5.40 (s, 1 H). 2.89 (s. 3 H). 2.10 (s. 3 H), 1 .39 (s 6 
H). 



25 
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EXAMPLE 331 
1^3.4-Tetrahvdro-l,2,2-trimethvl-6-trinuoromethvl>8-pvri 

(Comt)ound 431. structure 41A of Scheme XLH. where r1-2=R^r8=H, R3-4=,nierhY^ 
5 R5=trifluoromethvl- XsNH> . 

To a stirred solution of Compound 417 (EXAMPLE 3 17) (21 mg, 0.07 mmol) and 
paraformaldehyde (22 mg, 0.70 mmol) in acetic acid (1 mL) at rt was added porttonwise 
sodium cyanoborohydride (22 mg, 0.35 mmol). The resulting mixture was stirred at rt for 
16 h then carefully poured into 20% aqueous NaOH (2 mL) and ice (10 g) and the pH 

10 adjusted to -7. The mixture was extracted with dichloromethane (2 x lOmL), dried 

(Na2S04) and concentrated in vacuo to a fluorescent yellow solid that was subjected to 
flash column chromatography (silica gel, hexanes/ethyl acetate, 7:3) to give 16 mg (73%) of 
Compound 431 as a fluorescent yellow solid. Data for Compound 431: NMR (400 
MHz, CDCI3) 10.83 (bs, I H), 7.31 (s, 1 H), 6.66 (s, 1 H), 6.29 (s, 1 H), 2.93 (s, 3 H), 2.80 

15 (t, J«6.1,2H), 1.83(t,y=6.5,2H), 1.30(s,6H). 



EXAMPLE 332 

1 .23.4-Tetrah vdro- 1 -methyl-4>DniDvl- 6-trifluoromethvl*8-pvranonor5.6-glQuinoline 
(Compound 432. stnicnire 34A of SAeme XL. where R>-3sR6gR8=H. R4=n-DroDvL 

20 R^=:trifluoromethvn. 

This compound was prepared in a manner similar to that described for Compound 415 
(EXAMPLE 3 1 5) from Compound 428 (EXAMPLE 328) (8.0 mg) to afford 7.9 mg (99%) 
of Compound 432 as a bright yellow solid. Data for Compound 432: -^H NMR (400 MHz, 
CDCI3) 7. 18 (s, 1 H), 6.43 (s, 1 H), 6.35 (s. 1 H), 3.46 (m, 1 H). 3.33 (m, 1 H), 3.00 (s, 3 

25 H), 1 .92 (m, 1 H), 1 .87 (m, 1 H). 1 .49 (m, 4 H), 0.95 (d, J = 7.3. 3 H). 



EXAMPLE 333 

1 ,2.3.4«Tetrahvdro- 1 0-hvdroxvmethvl-2.2.4>trimeth vl>6-trifluoromethvl>8-pvridonor5.6-> 
jglQuinoline (Compound 433. structure 67 A of Scheme L. where R^"^R^=H. R^" 
30 ^=methvl. R^^trifluoromethvL X=:NHV 



PCT/US!>5/16a5HJ 

293 



To an oven-dried SO-mL round-bottom flask containing Compound 409 (EXAMPLE 309) 
(125 mg, 0.39 mmo]) in 1 ,4-dioxane (7 mL) was added selenium dioxide (107 mg, 0.96 
mmol, 2.50 equiv), and the mixture was heated to reflux for 1 8 h. Upon cooling to rt, the 
solvent was removed under reduced pressure and the residue was purified by flash 
5 chromatography (silica gel, hexanes/ethy I acetate* 4: 1 to 0: 1 gradient), affording 1 5.6 mg 
(12%) of C:ompound 433 as a fluorescent yellow solid. Dau for Compound 433: NMR 
(400 MHz, CDCI3) 9.32 (br s, 1 H, CONH). 7.44 (s. I H, 5-H), 6.74 (s. 1 H. 7-H), 5.32 (br 
s, 1 H, (CH3)2CNif]. 4.57 (d, 1 H, 7 = 9.7, 0«). 5.02 and 4.93 (ABq. 2 H, JaB = 14.0, 
C//20H), 2.85 (ddq. 1 H, 7 = 1 2.9, 1 2.4, 5.5. 4-H), 1 .84 and 1 .54 [d of ABq. 2H, JaB = 
10 13.1,yA = 4.3.(3-Heq),yB = 0(3-Hax)], 1.41 (d, 3H, 7 = 5.5 Hz. 4.C//3). 1.39and 1.26 
[2s,2x3H,2.(C//3)2]. 

EXAMPLE 334 

1.2.3,4-TetrahvdrD-1.2.2.4-tetramethvl- 6^trifluoroniethvl-9-thiopvran>8>onof5.6-g]Q^ 
J5 (Compound 434. stmcture 28A of Scheme XXXVIII where r1'2=r5=h 
R^st rifluoromethvl. ZsS^ 

To a solution of Compound 429 (EXAMPLE 329) (10 mg, 0„03 mmol) in acetic acid (5 mL 
) was added paraformaldehyde (10 mg. 0.3 mmol) and sodium cyanoborohydride (10 mg, 
0.15 mmol) under nitrogen with stirring at rt. After 15 h, the reaction was complete 

20 according to 'H NMR. The reaction was quenched with saturated NaHC03 (10 mL). This 
solution was extracted with EtOAc (20 mL). The organic layer was washed with water and 
brine (3 x 5 mL each), dried (Na2S04), and concentrated in vacuo to afford the crude 
product The product was purified by prep TLC (5 x 20cm, 250\m, 1 : 1 CH2Cl2:hexanes) 
to afford 4.5 mg (44%) of Compound 434 as a yellow solid. Data for compound 434: 

25 NMR(400 MHz, CDCI3) 7.59 (s. 1 H), 6.60 (s, I H), 6.53 (s, 1 H), 2.89 (s, 3 H). 2.85 (m, 1 
H), 1 .83 (dd, J = 1 3.2, 4.2, 1 H), 1 .53 (d, 7 = 1 3.2, 1 H), 1 .36 (d, J = 6.6. 3 H), 1 .33 (s. 3 H). 
1.23 (s, 3H); IR (film, NaCl) 1022, 1066, 1094, 1 1 13, 1 134, 1271, 1368, 1464, 1512, 1593. 
2926. 
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EXAMPLE 33S 

l-23,4-Teti^vdr<>-2,2,9-trimethvl-6-trinuoromcthvl-8-pvridonor5.6-gto 
(Compound 435. structure 84A of S cheme LVI. where R'=r5-^H. R2'3-methvl- 
R^=tnf)Mpr9methYl)- 

5 In a 2S-mL r.b., a solution of Compound 417 ( 1 65 mg. 0.557 mmol) in THF (4 mL) was 
cooled to O"" C and treated with 60% NaH in mineral oil (23 mg, 0.58 nrniol. 1 .0 equivuiv). 
The reaction mixture was stirred 10 min. To this slurry, iodomethane (35 mL, 0.56 mmol, 
1 .0 equiv) was added via syringe. The reaction mixture was stirred 12 h, diluted with H2O 
(20 mL), and extracted with ethyl acetate (3 x 20 mL). The extracts were washed with brine 
10 (1 x 20 mL), combined, dried (MgS04), filtered, and concentrated. Punftcation by silica gel 
chromatography (CH2Cl2:MeOH, 50:1) afforded 134 mg (78%) of Compound 435 as a pale 
yellow powder. Data for Compound 435: NMR (400 MHz, acetone-d6): 7.35 (s. 1 H), 
6.56 (s, 1 H), 6.5 1 (s, 1 H), 6.09 (br s, 1 H). 3.53 (s. 3 H), 2.87 (t, 7 = 6.7, 2 H), 1 .76 (t, J = 
6.7, 2 H), 1.29 (s, 6 H). 

15 

EXAMPLE 336 

iWS\' 1 >2.3.4-Tetrahvdro-3-methvl»6*trifluoromethvl-8'pvridonor5.6-g1quinoline 
fCompound 436. stnicnire 62A of Scheme XLVM. where Rl-2r= R4=^R6=H. R3=niethvL 

20 l-/m>ButvloxvcarbonvM^.3.4>tetrahvdro-3>methvl-4-Quinolinone (structure 69A of 

Scheme LI, where R^'^H. R^^methyH . To a solution of 1 -fer/-butyloxycarbony 1-1 ,2,3,4- 
tetrahydro-4-quinolinone (structure 68A of Scheme LI, where R^ ~^H) (EXAMPLE 325) 
(500 mg, 0.002 mol) in THF (5 mL) at -78*' C was added 2.0 M LDA in THF (1 .01 mL, 
0.002 mol). The reaction mixture was stirred at -78*^ C for 15 min and iodomethane (126 

25 mL, 0.002 mol) was added all at once. The temperature was raised to 0^ C and the resulting 
mixture stirred for 4 h. The reaction was then quenched with sat*d NH4CI (5mL), extracted 
with ethyl acetate (2 x 10 mL), dried (Na2S04) and concentrated in vacuo to a solid residue 
that was subjected to flash column chromatography (silica gel, hexanes/ethyi acetate, 95:5) 
to give 1 17 mg (23%) of l-rerr-butyloxycarbonyl-l,23,4-tetrahydro-3-methyl-4-quinolinone 

30 (strucnjre 69A of Scheme LI, where R^ -^H. R^^methyl), 128 mg (23%) of 1 -ten- 

butyloxycarbonyl- 1 ,2,3,4-tetrahydro-3,3-dimethyl-4-quinolinone (structure 70A of Scheme 
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LII, where r1-2=h, R3-4^ethyl) and 200 mg (40%) of recovered starting material. Data 
for I -rm-butyloxycarbonyl- 1 ;i,3.4-ietrahydro.3-methyl-4-qumolinone: NMR (400 
MHZ.CDCI3) 7.99 (dd,/ =7.9, 1.7. 1 H), 7.77 (d, 7 = 8.4. I H). 7.48 (ddd, J =7,3. 7.3. 1.7. 
1 H).7.13(dd. J = 7.4, 1.0. 1 H).4.32(dd.y= 13.4.4.4. 1 H). 3.69 (dd. 7 = 13.3,9.8. 1 H). 
5 2.76 (ddq, J = 9.8. 7.0. 4.4. 1 H). 1 .56 (s. 9 H). 1.24 (d. J = 7.0. 3 H). 

l-rery-ButY]oxvcarbonvl-1.2.3.4-tetrahvd ro-3-methvlquinoltnft To a solution of l-terf- 
bmyloxycarbonyM.2,3,4-tetrahydro-3-nicthyI-4-quinolinone (117 mg. 0.45 mmol) in 
methanol (2 mL) at 0° C was added portion wise sodium borohydride (17 mg, 0.45 mmol) 
and the reaction mixture was stirred at 0** C for 3 h. The reaction was quenched with of 

10 sat^d NH4CI (2 mL), extracted with ethyl acetate (2x5 mL), dried (Na2S04) and 

concentrated in vacuo to give 1 16 mg (98%) of the alcohol that was used directly without 
purification for the next step. A solution of the alcohol intermediate (116 mg. 0.44 mmol) 
in ethyl acetate (3 mL) was hydrogenated under an atmosphere of hydrogen with 1 0% Pd/C 
(20 mg) and a trace of cone. H2SO4 at rt for 16 h. Filtration over Celite™ afforded 104 mg 

15 (95%) of I -reit.buiyloxycart>onyl- 1 .2.3,4-tetrahydro-3-methylquinoline. Data for 1 -r^rr- 

butyloxycarbonyl-1.23.4-letrahydro-3-methylquinoline: NMR (400 MHz. CDCI3) 7.65 
(d.y = 8.3. 1 H), 7.11 (dd, 7 = 7.7. 7.7.1 H), 7.04 (d. 7 =7.2, 1 H). 6.96 (dd. 7 = 7.4. 7.4, 1 
H).3.97 (ddd.y= 12.7.4.2. 1.0. 1 H). 3.09 (dd.y= 1 1.8. 9.8. 1 H). 2.86 (dd. 7 = 16.2.5.3. 1, 
H). 2.40 (dd, 7= 16.1. 9.6. 1 H). 2.03 (m. I H). 1.52 (s. 9 H). 1.05 (d. 7= 6.7. 3 H). 

20 

U.3.4-tetrahvdro-3-methvloiiiTioline rstructur e 60A of ^Scheme LI. where R^-2:=r4-H 
H^=methy|) . This compound was prepared by General Method 12 (EXAMPLE 147) from 
l-rm-butyloxycarbonyM.2,3.4-tetrahydro-3-methylquinoline (104 mg. 0.42 mmol) to 
afford 51 mg (83%) of i;2.3.4-telrahydro-3-methylquinoIine as an oil which was used 
25 directly without purification for the next step. 

7-Nitro- 1 ,2,3,4>tetrahvdro-3-methvlquinnHni> 1 .23.4-Tetrahydro-3-niethy Iquinoline (5 1 
mg. 0.35 mmol) was dissolved in sulfuric acid (0.5 mL) and the temperature lowered to 0^ 
C To this solution 90% fuming nitric acid (15 mL, 0.35 mmol) was added slowly and the 
30 mixture stirred at 0** C for 1 h. then warmed to rt. The reaction mixture was then poured 
onto 1 g of ice and extracted with dichloromethane (2x5 mL). The organic phase was 
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washed with saturated aqueous NaHC03 (3 mL) and concentrated m vacuo to a reddish 
residue that was subjected to chromatography (silica gel, hexanes/ethyl acetate, 85:15) 
which afforded 8.2 itig (12%) of 7-nitro-l,23,4-tetrahydro-3-methy)quinoHne. Data for 7- 
nitro-U2,3,4-tetrahydro-3-methylquinoline: NMR (400 MHz, CDCI3) 7.39 (dd, J = 
5 8.25, 2.2, 1 H), 7.27 (d, 7 = 2.3. 1 H), 7.01 (d, J = 8.3, 1 H), 4. 1 9 (s, 1 H). 3.33 (m, 1 H). 
2.94(dd,y= 10.1, 10.1, 1 H),2.86(ddd,y= 13.8.4.7, 1.7, 1 H), 2.46 (dd,y= 16.6, 10.0. 1 
H), 2.05 (m, 1 H), 1 .06 (d, J = 6.7, 3 H). 

K2.3.4-Tetrahvdro-3-meth vl>6-trifluoromethvl-8>pvridonor5.6-glQuinonne (Compound 
1 0 436}. A solution of 7-nitro- 1 ,2,3»4-ietrahydro-3-methy Iquinoline (8.2 mg, 0.042 mmol) in 
ethyl acetate ( 1 mL) was hydrogenated under an atmosphere of hydrogen with 1 0% Pd/C (4 
mg) at rt for 2 h. Filtration over CelitcTw afforded 6.2 mg (89%) of 7-amino- 1 ,2,3,4- 
tetrahydro-3-methylquinoIine (structure 61 A of Scheme XLVIII, where R^-2-:r4-h, 
R^=methyl) that was used without further purification for the next step. Compound 436 
15 was prepared by General Method 13 (EXAMPLE 147) from 7-amino-l,2,3,4-tetrahydro-3- 
methylquinoHne (6.2 mg, 0.038 mmol), ZnCl2 (8.0 mg, 0.057 mmol) and ethyl 4,4,4- 
trifluoroacetoacetate (5.5 mL, 0.038 mol) to afford 5.8 mg (54%) of Compound 436 as a 
yellow solid. Data for Compound 436: NMR (400 MHz, DMSO-d6) 1 1 .80 (bs, 1 H), 
7.1 1 (s, 1 H), 6.95 (s, 1 H), 6.37 (s, 2 H), 3.26 (m, 1 H), 2.83 (m. 2 H), 2.51 (dd, J* 15.7, 
20 10.3, 1 H), 1 .88 (s, 1 H), 0.97 (d. J = 6.6, 3 H). 



l^,3.4-Tetrahvdro-3.3>dimethvl-6-trifluorQ methv]-8-pvridonor5.6-g1quinoline (Compound 
437. structure 73A of Scheme LIL w here r1-2=r5=r7^h, R3-4^ethvK 

25 R^trifluoromethyn . 

l-rgrf-Butvloxv carbonvM.2.3.4»tctrahvdro-3.3>dimethvl-4<iuinolinone (structure 70A of 
Scheme LII. where R^-^^^h. R^-^^methyH . This compound was obtained along with 1- 
/m-butyloxycarbonyl-l,2,3,4-tetrahydro-3-methyl-4-quinolinone as described above 
(EXAMPLE 336). Data for l-rerr-butyloxycarbonyl-l,2,3.4-tetrahydro-33-dimeihyl^ 

30 quinolinone: NMR (400 MHz, CDCI3) 8.01 (dd, J = 7.9, 1 .6, 1 H), 7.78 (d, J = 8.4, 1 



EXAMPLE 337 
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H). 7.49 (ddd,y= 7.6, 7.6, 1.7, 1 H), 7.14 (ddd,y = 7.8, 7.8, 1.6, 1 H), 3.86 {s,2H), 1.56(s. 
9HX 1.20(s.6H). 

l'rerr-ButvloxvcarbonvU|.2,3.4-tetr ahvdrD>3.3-dlmethvlquinnline To a solution ofl-rm* 
5 butyloxycarbonyl- 1 ,2,3,4.tetrahydrD-33-diiiicthy 1-4-quinoIinone ( 1 28 mg. 0.47 mmol) in 
methanol (2 mL) at 0° C was added portionwise sodium borohydride (18 mg, 0.47 mmol) 
and the reaction mixture was stirred at 0° C for 3 h. The reaction mixture was then 
quenched with sat'd NH4CI (2 mL), extracted with ethyl acetate (2x5 mL), dried 
(Na2S04) and concentrated. A solution of this crude material in ethyl acetate (3 mL) was 

10 hydrogenated under an atmosphere of hydrogen with 10% Pd/C (20 mg) and a trace of cone. 
H2SO4 at rt for 16 h. Filtration over Celite™ afforded 100 mg (84%) of Utert- 
butyloxycarbonyl- 1 ,2,3,4-tetrahydro-3,3-dimethylquinoline. Data for 1 -rm- 
butyloxycarbonyl- 1 ,2,3.4-tetrahydro.3,3-djmethylquinoline: NMR (400 MHz. CDCls) 
7.68 (d,y = 8.3, 1 H).7.12(ddd,7=8.8,8.8, 1.5. 1 H),7.02 (d.7=7.0, 1 H), 6.97 (ddd. 7 = 

15 7.4, 7.4, 1.0, 1 H), 3.46 (s, 2 H), 2.58 (s, 2 H). 1.51 (s, 9 H), 1.01 (s, 6 H). 

l,2,3,4-tetrahvdro-3.3-dimethviQuinoiine (structure 71A of Scheme LII. where R 1- 
^H^=W, R3-^=methyl) . This compound was prepared by General Method 12 (EXAMPLE 
147) from l-terf-butyloxycari)onyM;2,3,4.tctrahydro-3,3-dimethylquinoline (100 mg, 0.38 
20 mmol) to afford 5 1 mg (83%) of 1 ,2,3,4-teu^ydro.3,3-dimethyIquinoline as an oil which 
was used directly without purification for the next step. 

7-N?yro-K2,3,4-tetrahvdro-3.3-dimethvlquinnHnR 1,2,3,4-Tetrahydn>.3,3. 

dimethylquinoline (51 mg, 0.32 mmol) was dissolved in sulfuric acid (0.5 mL) and the 
25 temperature lowered to O*' C. To this solution 90% fuming nitric acid ( 14 mL, 0.32 mmol) 

was added slowly and the mixture stirred at 0** C for 1 h, then wanned to rt. The reaction 

mixture was then poured onto 1 g of ice and exulted with dichloromethane (2x5 mL). 

The organic phase was washed with saturated aqueous NaHCOa (3 mL) and concentrated in 

vacuo to a reddish residue that was subjected to chromatography (silica gel, hexanes/ethyl 
30 acetate, 85: 1 5) which afforded 39 mg (58%) of 7-nitro- 1 ,2,3,4-ietrahydro-3,3- 

dimethyiquinoline. Data for 7.nitro-l,2,3,4-tetrahydro-3,3-dimethylquinoline: ^HNMR 
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(400 MHz, CDCI3) 7.40 (dd, J = 8.3, 2. M H), 7.29 (d. 7 = 1 .8, 1 H). 7.01 (d, J = 8.3 1 
H), 4.25 (s. 1 H). 2.98 (s, 2 H). 2.54 (s, 2 H). 1 .01 (s, 6 H). 

l,23,4>Tctrahvdro-3.3Kiimethvl-6-trinuoromethvl-8>nvrid onof5.6-Plqui 
5 4371 A solution of 7-nitro- 1 ^3,4-tetrahydro-3,3-diinethylqutnoline (39 mg. 0. 1 87 mmol) 
in ethyl acetate (2 mL) was hydrogenated under an atmosphere of hydrogen with 10% Pd/C 
(4 mg) at rt for 2 h. Filtration over Celite™ afforded 30 mg (91%) of 7-amino-] ^,3.4- 
tetrahydro-33-diniethylquinoline (structure 72A of Scheme UI, where R^^^R^^H, R^~ 
4=methyl) that was used without further purification in the next step. Compound 437 was 

10 prepared by CJeneral Method 13 (EXAMPLE 147) from 7-amino-l,23,4-tetrahydro-3,3- 
dimethylquinol ine (30 mg, 0. 1 7 mmol), ZnCl2 (34 mg, 025 mmo]) and ethyl 4,4,4- 
trifluoroacetoacetate (25 mL, 0.17 mol) to afford 13 mg (26%) of Compound 437 as a 
yellow solid. Data for Compound 437: NMR (400 MHz, DMSO-d6) 1 1 .71 (bs. 1 H), 
7.1 1 (s, 1 H), 7.01 (s, 1 H), 6.40 (s. 1 H), 6.37 (s. 1 H), 2.89 (s, 2 H), 2.51 (s, 2 H), 0.93 (s, 6 

15 H). 

EXAMPLE 338 

C/?/y)U23,4-TetTahvdro-2,2.3-trimethvl-6-trinuomntethvU8-pv ndonors 
(Compound 438. stnicnire 79A of Sch eme LH. whem r1=r5=r7^h. R2-4=^ethvl- 
20 R6=trifluoroinethvlV 

1 -/grf-ButOXVcarbonvl- 1 -2-3.4-tetrahvdro-2.2-dim ethvl-4-QuinolinnnP (structure 76A of 
Scheme LII, where R>=H, R2'3-nriethvn. A solution of aniline ( 19 mL , 0.20 mol), 3- 
acetoxy-3.methyM-butyne (26 g, 0.20 mol), CuCl (1 .0 g, 10 mmol) and EtaN (28 mL, 0.20 
mol) in THF (120 mL ) was heated at reflux for 5 h and was filtered through a pad of 

25 Celite™. Removal of solvent and chromatography of the cmde mixture (silica gel, 

EtOAc/hexane, 3/7) afforded 21 g (67%) of 3-methyl-3-phenylamino-l-butyne. Treatment 
of the aminobutync with CuCl (0.70 mg, 7.0 nmiol) in THF (200 mL ) at 70** C for 16 h 
followed by chromatogr^hy (silica gel, EtOAc/hexane, 3/7) afforded 13 g (60%) of 1,2- 
dihydro-2,2-dimethylquinoline (structure 75A of Scheme LII, where R^:=H, R2-3=methyl). 

30 Treatment of the quinoline with di-tert-butyl dicarbonate (22 g. 0.10 mol) and DMAP (12 g, 
0.10 mol) in THF (100 mL ) for 16 h followed by chromatography (silica gel. 
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EtOAc/hcxane, 2/8) afforded 15 g (71%) of I-/crf-buioxycarbonyl-l,2-dihydio-2;2. 
dimcthylquinoline. l-/m-Buioxycart)onyl-U^ihydiT>-2,2-^imethylquinoIine(3.0g. 11 
mmol) in THF (30 mL ) was tieated with 1 .0 M BH3-THF in THF (29 mL, 29 mmol) at rt 
for 3 h and was quenched with 3 M KOH (20 mL). To the above solution 30% H2C)2 (5 
5 mL) was added and the mixture was stirred for 60 min, then 5 mL of water was introduced. 
The mixture was extracted, washed with brine and concentrated. Chromatography of the 
crude mixture on a silica gel column using a 10-30% mixture of EtOAc/Hexane as eluents 
afforded a 2: 1 mixture of two isomers (0.87 g, 3.1 mmol), which was oxidized with PCC 
(2.5 g, 1 1 mmol) in 60 mL of methylene chloride at rt for 60 min. Removal of solvent and 

10 chromatography of the black oil on a silica gel column using a 20% mixture of EtOAc and 
hexane as solvent afforded 0.58 g (68%) of l-/^rf-butoxycarbonyM^,3,4-tetrahydro-2,2- 
dimcthyl^-quinoiinone as a white solid. Data for l-rer/-butoxycarbonyM,2,3.4-tetrahydro. 
2.2.dimethyI-4-quinolinone: NMR (400 MHz, CDCI3) 7.93 (d, J = 7.8. 1 H), 7.42 (t, J 
= 7.8, 1 H). 7.3 1 (d. y = 7.8. 1 H). 7.02 (t. 7 = 7.8. 1 H). 2.73 (s. 2 H). 1 .56 (s. 9 H). 1 .49 (s. 

15 6H). 



li?i?i4«tctrahYdro-2.2,3-trimethvlQuinolifie fs trucnire 77A of Scheme T.TI, ^y^ ^r^ 
Rl=R5gH, I^2-4sype^yl) . To a solution of l-terf-butoxycarbonyM,2.3.4-tctrahydro-2.2- 
dimcthyM^uinoIinone (0.10 g, 0.36 mmol) and iodomethane (0.50 mL , 8.0 mmol) in 

20 DMF (4 mL ) was added NaH (60 % in mineral oil. 20 mg. 0.50 mmol) and the resulting 
mixture was stinred at rt for 2 h. The reaction was quenched with water (5 mL) and was 
exuacted with EtOAc (2x15 mL). Removal of solvent and chromatography of the crude 
residue on a silica gel column using a 10% mixture of EtOAc and hexane as solvents 
afforded 90 mg (86%) of 1-rerr-butoxycarbonyM A3,4-tetrahydro-2.2.3-trimethyl^ 

25 quinolinone as a colorless oil. The oil (90 mg. 0.32 mmol) was treated with NaBH4 (50 mg, 
1.3 nunol) in methanol (5 mL ) for 1 h and the reaction mixture was concentrated. Filtration 
from the inorganic material through a silica gel pad provided a colorless oil, which was then 
subjected to hydrogenation over 10 % Pd/C (10 mg) in EtOAc (5 mL ) under a hydrogen 
balloon for 15 h. Filtration from the catalyst through a Celite"^ pad followed by removal of 

30 solvent gave 70 mg (82%) of I-ferf-butoxycarbonyM^3,4-teirahydro-2A3- 

trimethylquinoline as a colorless oil. The erode oil (70 mg. 0.26 mmol) was treated with 
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TFA (0.50 mL . 6.S mmol) in CH2Ci2 for 30 min. and was quenched with 5% NaOH (6 
mL). The mixture was extracted with EtOAc (2x15 mL) and was concentrated. 
Chromatography on silica gel using a 10% mixtuie of EtOAc and hexane afforded 1 ^,3,4- 
tetrahydro-2^3-trimethylquinoline as a colorless oil (40 mg, 89%). Data for 1^,3,4- 
5 tetrahydro-2^3-trimethylquinoline: NMR (4(X) MHz, CDQb) 7.00-6.91 (m,2H), 
6.60 (t, J = 7.3, 1 H). 6.45 (d, J = 7.3, 1 H). 3.61 (br s. 1 H), 2.74 (dd, J = 1 6.6, 5.3. 1 H), 
2.47 (dd,y= 16.6. 10.3, 1 H). 1.82 (m. 1 H), 1.20(s.3H), 1.05 (s,3H), 0.97 (d, 7 = 7.2, 3 
H). 

10 W5)1.2.3.4-TetrahvdrO'2.2.3-trimethvl-6-trifluoromethvl-8-pvridonofS.6-|?lquinoline 
(Compound 438, stmcture ) . The quinolme (20 mg, 0. 1 1 mmol) was converted to 
Compound 438 according to the nitration-hydrogenation-Knorr procedure described above 
for Compound 436 (EXAMPLE 336) in a 12% yield as a yellow solid (4 mg). Data for 
Compound 436: NMR (400 MHz, CDCI3) 1 1 .46 (s, 1 H), 7.35 (s, 1 H). 6.66 (s. I H), 

15 6.31 (s, 1 H),4.40(s, 1 H). 2.83 (dd, 7 = 16.6.4.8. 1 H). 2.57 (dd, 7 = 16.6, 10.3, 1 H). 1.83 
(m, 1 H), 1 .25 (s, 3 H). 1 . 10 (s, 3 H). 0.99 (d, J = 6.9, 3 H). 

EXAMPLE 339 

(/?/y-2/.4ii)0.2.3.4-Tetrahvdit>-2,4-diniethvl-6>trifluorpmet hvl-8-Pvri 
20 (Compound 439. stmcture 6 2A of Scheme XLVm. where R^=r3=r6-:H. R2=:R4^methvL 
R5=trifluofomethvn 

1 -rg/t-ButoxvcartKinvK 1 .2.3.4>tetrahvdro-2>methv!-4-quinolinone . A mixture of aniline (3.0 
g, 32 mmol) and crotonic acid (2.0 g, 23 mmol) in toluene (20 mL ) was heated at reflux for 
18 h. Removal of solvent and chromatography (silica gel, EtOAc/hexane, 9/1) of the crude 

25 material afforded 2.5 g (61 %) of 3-phenylaminobutanoic acid. The acid was treated with 
PPA (20 mL ) at 1 1 0° C for 6 h and the reaction mixture was poured into ice water (50 mL) 
and then was neutralized with Na2C03 to pH 7. Extraction with EtOAc (3 x 60 mL) 
followed by chromatography (silica gel, EtOAc/hexanc, 4/6) afforded 1.0 g (44%) of 
l,2J,4-tetrahydro-2-methyM*quinolinone (structure 59A of Scheme XL VIII, where 

30 r1=R^=H, R^smethyl) as a yellow solid. The quinolinone was treated with di-/m*butyl 
dicarbonate (2.2 g, 10 mmol) and DMAP (0.84 g, 6.8 mmol) in THF (15 mL) for 16 h 
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followed by chromatography (sUica gel. EtOAc/hexane, 2/8) to affoid 1 .1 g (68%) of 
butoxycaitx>nyl-i;23.4-tetrahydro-2-methyl-4-quinolinone as a yellow oil. Data for I-/err- 
butoxycarbonyl-1.2.3.4-tetrahydro-2-inethyl-4^uino]inone: NMR (400 MHz. CDCI3) 
7.99 (d. J = 7.5. 1 H). 7.78 (d, 7 = 7 J. 1 H). 7.50 (t. J = 7.5, 1 H). 7. 12 (t. 7 = 7.5. 1 H). 5. 10 
(m. 1 H),3.04(dd.y= 17.3,5.8. 1 H). 2.57 (dd. 7 = 17.3. 1.7. 1 H), 1.56 (s.9H). 1.22 (d.7 
= 6.9. 3 H). 

f/?/y-2/.4i<>-1.2.3.4-Tetrahvdro-2.4-dimethv l-6-trifluoronaethvl-8-pvridonor5.6-Plqiii^ ff |^n >. 
(Compound 4?9> To a solution of a 3.0 M ether solution of MeMgBr (1 .0 mL, 3.0 mmol) 
was added l-w/t-butoxycart)onyl-1.2.3.4-tetrahydro-2-niethyl^uinolinone (0.13 mg. 0.50 
mmol) in THF (6 mL) and the reaction was allowed to stir at rt for 3 h, then was quenched 
with water (10 mL). Extraction with EtOAc (2 x 30 mL) followed by chromatography 
(silica gel. EtOAc/hexane. 3/7) afforded 50 mg (36%) of the adduct .which was treated with 
10% Pd/C (10 mg) and one drop of H2SO4 in EtOAc (1 5 mL) under a hydrogen atmosphere 
f(M- 16 h. Filtration frwn the catalyst through CeliteTM afforded the crude l-rm- 
15 butoxycarbonyl-1 .2.3.4-tetrahydro-2.4-dimethyl-4-quinoline. which was treated with TFA 
(0.4 mL) in methylene chloride (I mL) for 30 min. The reaction was neutralized with 5 % 
NaOH to pH 10 and was extracted with EtOAc (2 x 20 mL). Chromatography (silica gel. 
EtOAicflicxane. 1/9) afforded 20 mg (69%) of (/i/5-2/-4«)-1.2.3.4-tetrahydit>.2,4-difnethyl^ 
quinoline (structure 60A of Scheme LI. where r1=r3=h. R2=R4=niethyl) as a colorless 
20 oil. The quinoline was convened to the title compound acconiing to the general nitration- 
hydrogenation-Knorr procedure described above for Compound 436 (EXAMPLE 336) In 
14% three step yield as a yellow solid. Data for Compound 439: 1h NMR (400 MHz. 
CDCI3) 1 1.75 (s, 1 H). 7.47 (s. 1 H). 6.65 (s. 1 H). 6.33 (s. 1 H). 4.41 (s. 1 H). 3.59 (m. 1 
H).2.92(m. 1 H). 1.94 (m. 1 H). 1.38 (d. 7=6.8. 3 H). 1.24(m. I H). 1 .22 (d. 7 = 6.4. 3 
25 H). 



EXAMPLE 340 

f^.y-?/.4«)^F.thYM 2.3.4-tetrahvdro-2-methvl.6-t rinuoromethvl-8-Dvranonor5.6. 
glquinoline (Comnound 440. smicture 33A of Scheme Xl., where R 1 -2=r6-h. RSsmftthyl , 
30 R4=ethvl. RSgtrifluommprhvn 




wo 96/19458 



PCT/US9S/16096 



302 



(jyy>-K23.4-Tetrahvdro-7-fnethoxv>2-methvl-4-quinoline- This compound was prepared in 
a manner similar to that described for K2,3t4-tetrahydro-7-methoxy-4-quinolone 
(EXAMPLE 310) from anisidine and crotonic acid to afford the quinolinone as a brown oil. 
Data for 1 »2^,4-tetrahydro-7-methoxy-2-methyI-4-quinolinone: ^HNMR (400 MHz, 
5 CDCI3) 7.78 (d, J = 8.7. 1 H), 6.33 (dd, J = 6.2, 2.2, 1 H). 6.08 (d, 7 = 2. 1,1 H), 4.27 (br s, 
1 H). 3.80 (s, 3 H), 2.59 (dd, 7=16. 3.7. 2 H). 2.42 (dd. 7 = 13. 12. 2 H). 

{RfS)- 1 -rerr-Butox vcarfaonvl- 1 .2.3.4>tetrahvdro-7-methQxv.2-methvl^q iiinolone f stnictune 
31 A of S cheme XL. where R^'^H. R3=mcthvn . This compound was pr^ared in a 

10 manner similar to that described for 1-rm-buloxycarbonyi- 1,2,3 ,4-tetrahydro-7-methoxy-4- 
quinolone (EXAMPLE 310) from 1.2,3,4-tetrahydro-7-methoxy-2-methyl-4-quinolinone 
(3.26 mg) to give 961 mg (62%) of the desired quinolone as an off-white solid. Data for 1- 
terr-butoxycarbonyl-l,2,3.4-tetrahydro-7-methoxy-2-methyM-quinolone: NMR (400 
MHz. CDCI3) 7.94 (d, 7 = 8.9. 1 H). 7.35 (d, 7 = 2.4. 1 H), 6.67 (dd. 7 = 8.7, 2.4, 1 H). 5.08 

15 (m. 1 H). 3.86 (s. 3 H). 2.99 (dd. 7=17. 5.8. 1 H), 2.48 (dd. 7 = 17. 1.7, 1 H). 1.57 (s, 9 H), 
L24 (d.7=6.9.3H). 

iR/SS- 1 ■rgrf>Butoxvcarbonvl-4>ethvi- 1 .2.3- 4>tetrahvdro-7-methoxv«2>methvlquinoline 
fstrucnire 32A of Scheme XL. where r1-2^H. R3=met hvl. R4=ethvlV This compound was 

20 prepared in a manner similar to that described for 1 -/err-butoxycarbonyl-4-ethy I- 1 .2,3.4- 
tetrahydro-7-methoxy-4-quinolone (EXAMPLE 314) from l-lerr-butoxycarbony 1-1. 2.3,4- 
tetrahydro-7-methoxy-2-methyl-4-quinolone (100 mg) to give the desired quinoline (34 mg. 
30%) as a mixture of diastereomers. Data for l-rerr-butoxycarbonyl-4-ethyM .2.3.4- 
tetrahydro-7-methoxy-2-methylquinoline: NMR (400 MHz. CDCI3) 7.05 (d. 7 = 8.6. 1 

25 H). 6,97 (d. 7 = 2.5, 1 H), 6.66 (dd. 7 = 8.5. 2.5, 1 H), 4,38 (m. 1 H). 3.78 (s, 3 H), 2.39 (m, 
1 H),2.28 (m, 1 H).2.04(m.2H). 1.55 (m. 1 H). 1.49 (s. 9 H),1.14 (d,7= 6.2, 3 H). 1.08 
(t.7=7.4,3H). 

(/g/5>-4-Ethvl- 1 .23.4-t etrahvdro-7-h vdroxv-2-methvlQuinoHne . This compound was 
30 prepared in a manner similar to that described for 4-ethyl- 1 .2,3.4-tetrahydro-7- 

hydroxyquinoline (EXAMPLE 314) from l-/err-butoxycarbonyl-4-ethyl-].2.3,4-tetrahydro- 
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7-methoxy-2-iiicthylquinoHne (34 mg) to give the desired quinoline as a colorless oil, which 
was used without further purification in the following reaction. 

(R/$-2l,4u)-4-m\]-\ .2.3.4-tetrahvdft>.2-inethvl-<v.trifl u oroTnethvl.8.i>vranoiinrs/L 
glqujnolin^ (Comppypd 44O) . This compound was prepared in a manner similar to that 
described for Compound 414 (EXAMPLE 314) to give the desired compound as a mix of 
diastereomers. Rcciystallization of the diastereomeric mixture afforded a sample of 
Compound 440. Data for Compound 440: NMR (400 MHz. CDCI3) 7-38 (s. I H). 
6.37 (s. 1 H). 6.35 (s. 1 H). 4.43 (br s. 1 H), 3.57 (m. 1 H). 2.79 (m, 1 H). 2.04 (m. 2 H). 
1 .61 (m. 1 H). 1 .28 (d. J = 6.4. 3 H). 1 .00 (t. J = 7.3, 3 H). 

EXAMPLE 341 

(/?/y-2/.3K)-1.2.3.4-Terrahvdro-2.3-dimethvl-6-tri f luoromethvl-8-Dvridonnf5.6-PlQuinnlin^ 
(Compound 441. stnir^irp. 62A of .Sche me XLVni where RlaR4=R6-,H. R2-3=n^^i,Y | 
RSatriflunmpiy^hYl) 

To a solution of I-tert-butoxycarbonyl-l,23.4-tetiahydro-2-methyl^quinolinone 
(EXAMPLE 339) (0.13 mg. 0.50 mmol) and iodomethane (0.50 mL , 8.0 mmol) in DMF (6 
mL ) was added NaH in a 60% mineral oil (40 mg. 1 .0 mmol). The reaction mixture was 
stirred at rt for 16 h and was quenched by water (10 mL ). Extraction of the mixture with 
EtOAc (2 x 30 mL ) followed by chromatography (silica gel, EtOAc/hexane. 1/9) affoided a 
mixture of three alkylated products (125 mg. 91%). The above mixture was treated with 
NaBH4 (38 mg, 1.0 mmol) in methanol (15 mL) for 1 h and the alcohol intermediates were 
purified by chromatography (silica gel. EtOAc/hexane. 3/7) to afford a mixture of three 
alcohols (120 mg. 95%). The mixture of alcohol intermediates (120 mg. 0.43 mmol) was 
treated with 10% Pd/C (20 mg) and one drop of H2SO4 in EtOAc (1 5 mL ) under H2 for 18 
h. Filtration through a CeliteTM pad provided the reduced products, which were directly 
treated with TFA (0.5 mL) in methylene chloride (1.0 m ) for I h. The reaction was 
quenched with 5% NaOH, brought to pH 10, and was extracted with EtOAc (2 x 20 mL). 
Chromatogr^hy (silica gel, EtOAc/texane, 2JS) afforded a mixture of three products (30 
mg, 43%), containing (^5-2Wtt)-l A3,4-tetrahydro-2,3-dimethylquinoline (structure 60A 
of Scheme U, where r1=r4=h, R2-3=methyl); («/5-2/.30-1.23,4-tetrahydn>-2.3- 
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dimethylquinoline (structure 60A of Scheme LI, where r1=r4-=h, R^'^-methylX and 
(/2/5)-]^,3*4-tetrahydn>-233-tnmethylquinoline (structure 71A of Scheme lAh where 
R 1 sR^ssH, R2-4=methy 1). The mixture of the quinoHnes (30 mg, 0. 1 8 mmol) was 
subjected to the nitration-hydrogenation-Knoir procedure described above for Compound 
5 436 (EXAMPLE 336) to afford a mixture of Compound 441, 442, and 443, which was 
purified by HPLC (10 mm x 25 cm ODC column, 80% MeOH/20% H20, 3.0 mL /min.). 
Data for Compound 441: NMR (400 MHz, acetone-d6) 10.68 (s. 1 H), 7.25 (s, 1 H), 
6.48 (s, 1 H), 6.41 (s, 1 H), 6.09 (s, 1 H). 3.13 (m, 1 H), 2.80 (dd, 7= 15.9, 4.3, 1 H), 2.53 
(dd,y^ 15.9, 12.0, 1 H), 1.61 (m, 1 H), 1.24 (d. 7 = 6.3. 3 H), 1.04 (d, 7 = 6.5, 3 H). 



(/g/.S-2/.3D-1^.3.4-Tetrahvdro-2.3>dimethvN6-trifluoromethvl-8-Dvridonof5.6-Plquinoline 
(Compound 44L stnicmre 62A of Scheme XLVII L where r1=r4=r6=h. R2-3^methvL 
R5=trifluoroTn£thvn 

1 5 Compound 442 was obtained along with Compounds 441 and 443 as described above 

(EXAMPLE 341 ). Dato for Compound 442: Ifl NMR (400 MHz, acetonc-d6) 10.80 (s, 1 
H), 7.28 (s, 1 H), 6.49 (s, 1 H), 6.48 (s, 1 H), 6.15 (s, 1 H), 3.62 (m, I H), 2.91 (m, 1 H), 
2.62 (dd, 7= 16.3,6.5, 1 H),2.07(m. 1 H), 1.15 (d. 7 = 6.5, 3 H), 0.93 (d, 7 = 6.8, 3 H). 

20 EXAMPLE 343 

f/Z/y)«1.23.4>Tetrahvdro-23.3-trimethvl-6.t rifluoromethvl-8-pvridonor5.6>g1quinoline 
(Compound 443, stnictore 73A of Scheme Lll. where Rl=R5=R7gH. R2"4=^Tnethvl 
R6=trifluorofnethylV 

Compound 443 was obtained along with Compounds 441 and 442 as described above 
25 (EXAMPLE 34 1 ). Data for Compound 443: NMR (400 MHz, acetone-d6) 1 0.58 (s, 1 
H), 7.23 (s, 1 H), 6.50 (s, 1 H), 6.41 (s, 1 H), 6.08 (s, 1 H), 3.28 (m, 1 H), 2.65 (d,7= 15.8, 
1 H),2.53 (d,7= 15.8, 1 H). 1.15 (d, 7= 6.6, 3 H), 1 .03 (s, 3 H), 0.84 (s, 3 H). 



EXAMPLE 342 
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EXAMPLE 344 

f7y5V1^.3.4-Tetrahvdro-2.ni ethvl-6-trifluoroniethvl-fUDvridonof5.6-plmiinnl^ 
fCpmPOHnd 444. stnicnite 53A of fteh..me XI.VI y«h ^. r1-2,rS=h i>3^ >^yi 
R^strifluoromethyl) 

5 1 ^,3.4-tetrahydro-2-meUiy Iquinoline (0. 1 5 g. 1 ,0 inmol) was convened to Compound 444 
according to the nitration-hydrogenation-Knorr procedure described for Compound 436 
(EXAMPLE 336) to afford 35 mg (13%) of Compound 444 as a yellow solid. Date for 
Compound 444: 1h NMR (400 MHz, acetone-d6) 10.83 (s. I H). 7.29 (s. 1 H). 6.55 (s. 1 
H). 6.50 (s. 1 H). 6.17 (s. I H). 3.57 (m. 1 H), 2.91-2.82 (m, 2 H). 2.03 (m, 1 H). 1.54 (ro. 1 
10 H), 1.25 (d,y = 6.4.3 H). 



EXAMPLE 345 

(/y,yH-^Y)-1 .2 , 3 4.te.trat)vdro^trifluoroniethvl-R.pvridonnr5 6-f.lr, uinoline frnmp n^i^H 
44$. smiCtUre 62A of .Scheme Xl.VTII where R 1-3=r6^h. R4=ethvl R5^rifluomm^thYi) 
W-yy-'-^rr-BHtvloxvcaiixwivl^thvl-l 7 ^ . 4 . tetrahvdfTv4.hvdroxvq i.inniin^ To a flame- 
dried 25-mL rt> flask containing ethyimagnesium bromide (4.0 niL of a 3.0 M solution in 
Et20. 12.0 mmol, 3.0 equiv). at -lO" C was added dropwise a solution of 1-rm- 
butyloxycartionyl-1.23,4.tetrahydro-4-<juinolone (1.0 g. 4.0 mmol) in Et20 (4 mL). The 
reaction mixture was stirred at -10» C for 15 min, then allowed to warm to it over 10 min. 
A 1.0 M solution of NaHS04 (10 mL) was then rapidly added. The resulting biphasic 
mixture was extracted with EtOAc (3 x 10 mL). and the combined organic extracts were 
dried (Na2S04) and concentrated under reduced pressure. The residue was purified by flash 
chromatography (silica gel. hexanes / EtOAc. 4: 1 ), affording 800 mg (71 %) of the desired 
product as a clear yellow oil (R/0.14.hexanes/EtOAc.4:l). Data for l-tert- 
25 butoxycarbonyI-4-ethyl-1.2,3.4-tetrahydro-4-hydroxyqujnoline: ^HNMR (400 MHz. 

CDCI3) 7.68 (d. IH. y = 8.4. 8-H). 7.47 (dd. IH. 7 = 7.9. 1.7, 5-H). 7.2 1 (ddd. IH. 7 = 7.4, 
7.4. 1.6. 6-H), 7.09 (ddd. IH.y=7.8. 7.8. 1.1. 7-H), 4.03 (ddd. lH.y= 12.9.7.1.4.7,2-H). 
3.47 (ddd, lH.y « 13.1. 8.6, 4.3. 2-H). 2.1 1 (ddd. IH. 7 = 13.5, 8.6, 4.8. 3-H). 1.86 (ra. 3H. 
3-H. Cff2CH3), 1.52 [s. 9H. C(C//3)3J, 0.89 (t. 3H. J = 7.5, Cff3). 

30 



20 
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fi?/.yV4-Ethvl-l,2,3,4-tetrahvdroauinoline (structure €0A of Scheme XLVXTI. where R^- 
3=H. R^=ethvn . To a flame-dried 100-mL rb flask containing l-rm-butyloxycarbonyM- 
ethyI-U23>4-tetrahydro-4-hydroxyquinoHDe (800 mg. 2.88 mmol ) in a 1:1 solution of 
EtOAc / EtOH (20 mL) at it was added 10% Pd/C (approx.l mol %). After evacuation and 
flushing of the vessel three times with nitrogen, one drop of trifluoroacetic acid was added, 
the vessel evacuated once more, and the mixture stirred under an atmosphere of hydrogen 
for 16 h. The reaction mixture was then filtered, and concentrated under reduced pressure. 
The residue was transferred to a 25-mL rb flask with CH2CI2 (3 mL) and stirred at rt. TFA 
(1.2 mL) was added and the reaction was vented and stirred for 2 h at rt. A solution of sat'd. 
NaHC03 (adjusted to pH 9 with 3.0 M NaOH) was added until the aqueous phase was 
approximately pH 9. The resulting aqueous phase was extracted with CH2CI2 (3x10 mL), 
and the combined organic extracts were dried (Na2S04), and concentrated under reduced 
pressure to yield 351 mg (71 %) of a colorless oil, which turned blue on exposure to air (R/ 
0.40,hexanes/£tOAc,2:i). Data for (/i/S)-4-ethy 1-1 ,2,3,4-tctrahydroquinoline: ^HNMR 
(400 MHz, CDCI3) 7.02 (d, lH,y = 7.6, 8-H), 6.96 (ddd. 1H,7=7.7.7.7, 1.3, 7.H), 6.61 
(ddd, IH, J = 8.2, 8.2. 1.0, 6-H), 6.47 (d, IH. J = 7.9, 5-H), 3.83 (br s, IH, CH2N^ ), 3.31 
(ddd, lH.y= 1L3. 11.3, 3.6, 2-H), 3.25 (ddd, lH.y = 9.7.9.7,4.8,2-H), 2.65 (dddd, IH. J 
= 10.1,5.1.5.1,5.1, 4-H). 1.92(dddd. IH, 7 = 9.6. 4.7, 4.7, 4.7, 3- H), 1.82(m, 1H.3.H), 
1 .74 (m. 1 H. CH2C:H3). 0.98 (t, 3H, J = 7.4, 

f/y^-7>Amino-4-ethvM.23.4-tetrahvdroQuinoline fstnicnire 61A of Scheme XLVm. 
where R^-3=H. R^^ethvl), A 25-mL rb flask containing (/V5)-4-ethyM ,2,3,4- 
tetrahydroquinoiine (340 mg, 2. 1 mmol) was cooled to -10** C, and cone. H2SO4 (5 mL) 
was added slowly. The resulting solution was warmed to rt to effect complete dissolution of 
the quinoline, then cooled again to -10*^ C and stirred vigorously. Fuming HNO3 (85 |iL) 
was added dropwise, slowly, and the reaction mixture turned dark red. After 10 min, the 
reaction mixture was poured onto cracked ice and diluted with water (5 mL). Sat'd 
NaHC03 (80 mL) was added, and the pH was adjusted to pH 9 with 3.0 M NaOH. This 
aqueous phase was extracted with EtOAc (3 x 75 mL), and the combined extracts were 
dried (Na2S04),and concentrated under reduced pressure to yield a dark red oil. This crude 
material was placed into a 250-mL rb flask with 1 : 1 EtOAc / EtOH (40 mL) and 1 0% Pd on 
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C (approx. 1 mol %). The vessel was evacuated and flushed with nitrogen three times, then 
stirred under an atmosphere of hydrogen for 16 h. filtered, and concentrated under reduced 
pressure to yield a yellow oil. which was purified by flash chromatography (silica gel. 
CH2CI2 / methanol, 9: 1 ), affording 210 mg (57 %) of the desired product as a dark yellow 
5 oil (R/0.50, CH2CI2 / MeOH. 9: 1). Data for (W5)-7-amino-4-ethyM ,2,3,4- 

tetrahydroquinoline: ^HNMR (400 MHz, CDCI3) 6.81 (d, IH, J= 8.1, 5-H), 6.02 (dd, 

IH, 7=8.0,2.2,6-H), 5.84(d, lH,y= 2.3, S-H), 3.48 (s,2H.N«2)- 3.27 (ddd, lH,y = 

II. Ml. I, 3.5, 2-H). 3.20 (ddd. IH, 7 = 9.8. 5.3, 4.5. 2-H), 2.55 (dddd, lH,y=: 10.2. 5.2, 
5.2, 5.2, 4H). 1.90{dddd, 1 H, 7 = 9.6, 9.6, 9.6, 4.7, 3-H), L72(m,2H, 3-H. Cff2CH3), 1.48 

10 (m, IH, C//2CH3), 0.96 (t, 3H, /= 7.4, CH3). 

f/g/5M'EthYl-l,2,3,4>tetrahvdro-6-trifluoroniethvN8>pv ridonof5.6-glQuinoline fCompniinH 
445}. To a flame-dried 100-mL rb flask containing 7-amino-4-cthyl- 1,2.3,4- 
tetrahydroquinoline (210 mg, 1.19 mmol), in cthanol (20 mL), at rt, was added ethy 1-4,4,4- 

1 5 trifluoroacetoaceute ( 1 90 pL, 1 .3 1 mmol, 1 . 1 equi v) followed by ZnCl2 (244 mg, 1 .79 
mmol, 1.5 equiv). The reaction mixnire was heated to reflux for 6 h, at which point all 
starting material had been consumed (by TLC analysis). The reaction mixture was cooled to 
rt, and the solvent removed under reduced pressure. Dichloromethane (20 mL) was added 
and the organic phase washed with sat'd NaHCQs (2x10 mL) and brine (1x10 mL), then 

20 dried (Na2S04), and concentrated under reduced presure. This crude product was purifled 
by flash chromatography (silica gel, CH2CI2 / MeOH, 15:1), affording 24.4 mg (7%) of the 
desired product as a yellow solid. Data for Compound 445: R/0.37, (CH2CI2 / McOH, 
9: 1); 1h NMR (400 MHz, CD3OD) 7.31 (s, IH, 5-H). 6.47 (s, IH. 7-H). 6.37 (s, IH, 10- 
H), 3.34 (m, 2H, 2-H), 2.70 (m, IH, 4.H). 1,88 (m, 2H, 3-H), 1 .62 (m, 2H, CH2CH3X 1.00 

25 (t,3H,y = 7.5,Cff3). 

EXAMPLE 346 

(R/S-2L 3m>-1 .2.3.4-Tetrahv dro-2.3,9-trimethvl>6-4rifluoromethvl-8-Dvridonor5.6- 
glquinoline (Comnound 446. stnicnire 81 A of S cheme LIIL wheie RI=r4^r6=r8^h r2- 
30 3^ethvL R 5=trifluorQmethvn 
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To a solution of Compound 441 (3.5 mg, 0.012 nunol) and lodomethane (0.10 inL , 1.6 
mmol) in THF (2.0 mL ) was added NaH as a 60% in mineral oil (10 mg, 0.25 mmol) and 
the reaction was stirred at it for 1 h, then, was quenched by water (10 mL ). Extraction with 
EtOAc (2x15 mL ) and chromatograi^y (silica gel, EtOAc/hexane, 1/1) afforded 3.0 mg 
5 (81%) ofCIompound 446 as a yellowish solid. Data for Compound 446: ^HNMR(400 
MHz, CDCI3) 7.36 (s, 1 H). 6.72 (s, 1 H), 6.32 (s. 1 H), 4.40 (s. I H), 3.61 (s, 3 H), 3.14 (m, 
1 H),2.83 (dd,y= 16.0,4.4, 1 H),2.54 (dd,y= 16.0, 11.0, 1 H), 1.63 (m, 1 H), 1.26(d,J = 
6.3 , 3 H), 1 .06 (d, J = 6.6, 3 H). 

10 EXAMPLE 347 

(/?/5)'1.23.4-Tetrahvdro-4-propvl-6"trifluoromethvl-8-pvridonof5.6-g1quinoline 
(Compound 447. strucnire 62A of Scheme XLVm. where r1-3=r6=h. R4^-prQpvi. 
R^=trifluoroniethvll 

1 -rgrr-ButvloxvcarfaonvU 1 ,23.4-tetrahvdreh4-hvdroxv-4>propvlquinoline . This compound 
1 5 was prepared from 1 -ferr-butyloxycarbamoy K 1 ,23,4-tetrahy dro-4-quinolone ( 1 .00 g, 4.00 
mmol) in the manner previously described for l-/err-butyloxycart)amoyl-4-ethyU 1,23,4- 
tetrahydro-4-hydroxyquinoline (EXAMPLE 345), affording 567 mg (48%) of the tertiary 
alcohol as a yellow oil (Rf 0.22, hexanes / EtOAc, 4:1). Data for l-/eit-butyloxycarbonyl- 
l,2,3,4-tetrahydro-4-hydroxy-4-propylquinoltne: ^HNMR (400 MHz, CDCI3) 7.67 (d, 
20 IH, J = 8.2, 8-H), 7.48 (dd, IH, J = 7.9, 1.7, 5-H), 7.20 (ddd, IH, J = 8.6, 8.6, 1.4, 6-H), 

7.08 (ddd, IH, y = 7.6, 7.6, 1.1 , 7-H), 4.03 (ddd, IH, J = 12.8, 7.1. 4.8, 2-H), 3.46 (ddd, IH, 
J= 13.0, 8.5, 4.4, 2-H), 2,11 (ddd, 1H,7= 13.5, 8.5,4.8, 3-H), 1.89 (ddd, lH,y=r 13.6, 7.2, 
4.4, 3-H), 1 .78 (m, 2H. CH2C2H5). 1.52 [s, 9H, C(C/f3)3l. L32 (m. 2H, CH2CW2CH3). 
0.90 (t, 3H, J = 7.3, CH2CW3). 

25 

(/g/5)-1.2.3.4-Tetrahvdro-4-propv!quino]ine (structure 60A of Scheme XLVIIL where R^~ 
'^=H. R'^s/i-propviy This compound was prepared from l-rm-butyloxycarbonyl- 1,2,3,4- 
tetrahydro-4-hydroxy-4-propylquinoline (550 mg, 1.89 mmol) in the manner previously 
described for 4-ethyl-l,2,3,4-tetrahydroquinoline (EXAMPLE 345), affording 229 mg 
30 (66%) of the desired tetrahydroquinoline as a yellow oil (Rf 0. 10, hexanes / EtOAc, 2: 1 ). 
Data for (/{/5)-l,2,3,4-tetrahydro-4>propylquinoline: ^HNMR (400 MHz, CDCI3) 7.07 
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(d. 1H,J=7.6, 5.H).7.02(ddd. 1H.7=7.9,7.9, I.l,7-H), 6.77 (dd. lH.y=7.5. 7.4, 6.H), 
6.67 (d, IH. y = 7.9. 8-H). 6.25 (br s. IH, NH). 3.37 (ddd. IH. J = 1 1.5. 1 1.5, 3.5, 2-H), 
3.30 (m, IH. 2-H). 2.78 (dddd. lH.y= 10.0.5.0.5.0,5.0. 4-H). 1.99 and 1.84 (2xin.2x 
IH. 3-H). 1.68 (m. IH, C//2CH2CH3). 1.47 (m. 3H. CH2CH2CU3X 0.95 (t, 3H.y = 7.3. 
5 Cff3). 

(jg/y)>7-Amino-1.2.3.4-tetrahvdro-4>DrQDvlQuinoline (stnicture 61 A of Schgine XI.VITl, 
where R^-3~h. R^sw-propyt^. This compound was prepared from (/V5)-1.2.3,4-tetrahydrx>- 
4-propylquinoline (220 mg, 0.78 mmol) in the manner previously described for 7-amino-4- 

10 ethyl- 1 ,2,3,4.tetrahydroquinoline (EXAMPLE 345), affording 114 mg (77%) of the product 
as a colorless oil (Rf 0. 1 0, hcxanes / EtOAc, 2:1). Data for (/2/^-7-amino- 1 .2,3,4- 
tetrahydro-4-propylquinoline: NMR (400 MHz, CDCI3) 6.80 (d, IH, 7 = 8.0, S-H), 
6.01 (dd, 1H,J=8.0,23,6-H),5.83 (d, 1H,J = 2.2, S-H), 3.74 (br s. lH.N/0, 3.41 (brs, 
2H.Nf/2). 3.28 (ddd. IH. 11.0, 1 1.0, 3.3, 2.H). 3.19(ddd, IH. 7 = 9.7. 4.7, 4.7, 2-H), 

15 2.65 (dddd. 1H.7=5.1.5.1,5.1,5.1,4-H), 1.89(dddd, I H, 7= 9.7, 9.7, 9.7, 4,5. 3-H), 1.73 
(dddd. IH. 7 = 8.6, 8.6. 4.8, 4.8, 3-H), 1.61 (m. IH, C//2CH2C:H3), 1.40 (m, 3H, 
CH2CH2CH3), 0.93 (t. 3H. / = 7.0. C//3). 

fJg/^1.2.3.4-Tctrahvdro-4- proDvl-6-trifiuoromethvl-8-Pvridonor5.6-glQuinoline 
20 (Compound 447) This compound was prepared from 7-amino- 1 A3.4-tctrahydro-4- 

propylquinoline (110 mg, 0.58 mmol) in the manner previously described for Compound 
445 (EXAMPLE 345). affording 8.9 mg (5%) of the desired product as a yellow powder (Rf 
0.44, CH2Cl2/MeOH. 9:1). ^HNMR (400 MHz. CDCI3) 7.34 (s. IH. 5-H). 6.65 (s. IH. 
7-H), 6.40 (s, IH, lO^H), 4.65 [br s, IH, (CH3)2CN/0]. 3,42 (ddd. IH. 7 = 1 1.2. 1 1.2. 4.0, 
25 2-H). 3.34 (ddd, IH, 7= 7.9, 3.8, 3.8. 2.H). 2.82 (m. IH. 4-H). 1 .88 (m, 2H. 3-H). 1.52(m. 
4H. Cf/2C//2CH3). 0.96 (t. 3H. 7 = 7. 1 . C^3). 

EXAMPLE 348 

(/yy)-3-Ethv1-1.2.3.4-tetr ahvdro-2.2-dimethvl-6-trifluoromethvl-8-pvridonor5,6-glQuinoline 
30 (Compound 448. structure 79A of Scheme LHL where R^=r3=r7sH. R2'3:=methvL 
R<=ethvL R6=tnfl uoromcthvn 
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f/g/^3-EthvM.2.3.4>tetrahvdTO-2.2-dimethvlQuinoline rstnictur e 77A of Schcmg IJU^ 
where r1=r5=:H, R2-3=niethvL R4=ethvn. To a solution of l-terf-butoxycarbony I- 1,23.4- 
tetrahydro-2,2-diniethy]-4-quinoHnone (EXANfPLE 325) (0.10 g, 036 nrniol) and 
iodoethane (0.50 mL , 6.3 mmol) in DMF (5 mL ) was added NaH (60 % in mineral oil, 40 
5 mg, 1 .0 mmol) and the resulting mixture was stinred at rt for 1 5 h. The reaction was 
quenched with water (5 mL ) and was extracted with EtOAc (2x15 mL ). Removal of 
solvent and chromatography of the crude residue on a silica gel column using a 10% 
mixture of EtOAc and hexane as solvents afforded a mixture of products, which was treated 
with TFA (0.50 mL ) in methylene chloride (1 .0 mL ) for 3 h. The reaction was neutralized 

10 to pH 1 0 by 5 % NaOH and was extracted with EtOAc (2 x 20 mL ). Chromatography 

(silica gel, EtOAc/hexane, 3/7) afforded 30 mg (41%) of (/^/5)-3-ethyM,2,3,4-tetrahydro- 
2,2-dimethyM-quinolinone (30 mg, 0. 1 5 mmol) as a colorless oil. The quinolinone (30 mg, 
0.15 mmol) was treated with EtsSiH (1.0 mL ) and BF3-OE12 (0.05 mL , 0,4 mmol) in 
CH2CI2 (1 .0 mL) at 100** C for 15 h in a sealed tube. Purification of the crude product by 

15 chromatography (silica gel, EtOAc/hexane, 1/9) afforded 20 mg (7 1 %) of (/2/5)-3-ethyl- 
1 ^,3.4-tetrahydro-2,2-dimethylquinoline. Data for (iV5)-3-ethyl-l ,2,3,4-telrahydro-2^- 
dimethylquinoline: 1H NMR (400 MHz, CDCI3) 6.98 (d, 7.5, 1 H), 6.96 (t, J = 7.5, 1 
H),6.61 (l,y=7,5, I H), 6.44 (d,y = 7.5. 1 H).3.60(s, 1 H), 2.90 (dd, J = 16.7,5.2, 1 H), 
2.41 (dd,7= 16.7. 10.7. 1 H), 1.68 (m, 1 H), 1.52 (m, 1 H), 1.23 (m, 1 H). 1.22 (s, 3 H), 

20 1.05 (s, 3 H). 

(/y5)-3-EthvNK2.3.4>tetrahvdro-2.2-dimethvl«6-trifluoromethvl-8-Pvridono f5.^ 
(Compound 448>. The quinoline prepared above (20 mg) was converted to Compound 448 
according to the nitration-hydrogenation-Knorr procedure described for Compound 436 
25 (EXAMPLE 336) to afford 2.0 mg ( 1 3%) of Compound 448 as a yellow solid. Data for 
Compound 448: NMR (400 MHz, acetone-d6) 10.65 (s, 1 H), 7.31 (s. 1 H), 6.47 (s, 1 
H),6.41 (s, 1 H), 6.06 (s, 1 H).3.01 (dd,J= 16.6,4.8, 1 H),2.53 (dd,7= 16.6, 11.0, 1 H). 
1.72 (m, 1 H), 1.53 (m, 1 H), 1.30 (s. 1 H), 1.12(s,3H), 1.10-l.00(m,4H). 
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EXAMPLE 349 

(ig/J>-i:;j.4-TetrahvdfO-2,2-dim&thvl-6-triflu aromethvi-3-proDvl-^^^ 
glquinoline rCompound 449. structure 79A of S cheme LHT. where r1=r5^r7=h, r2- 
3=fncthvl, RWitodvI. R6=trinu oromethvn> 
5 fl?/SVK23.4-Tetrahvdro-2.2>diTnethvl-4-Dropvlquin o!ine (structure 77A of S^^eme LHl. 
where R>=R^=H. R2-3=niethvL R4=w.pTnpviv This compound was prepared in a manner 
similar to that described for (/2/5)-3-ethyl-U3.4-tctrahydro-2^-dimethylquinoline 
(EXAMPLE 348) but using iodopropane in place of iodoethane. (J«/S)-1^,3.4-Tetrahydix>- 
2^-dimethyl-4-propylquinoline was obtained in 16% overall yield as a colorless oil. Data 
10 for (R/S)' 1 ^,3,4-tetrahydro-2,2-dimethyl-4-propylquinoline: NMR (400 MHz, CDCI3) 
6.98 (d, J = 7.4, 1 H), 6.96 (t, J = 7.4, 1 H). 6.61 (t, 7 = 7.4, 1 H). 6.45 (d. 7 = 7.4. 1 H), 3.60 
(brs, 1 H),2.87 (dd,y= 16.6,5.2, 1 H), 2.42 (dd, J = 16.6. 10.7, 1 H), 1.66.1.49 (m. 3 H). 

I . 40. 1 .25 (m, 2 H), 1 .2 1 (s. 3 H), 1 .05 (s. 3 H). 0.92 (t, 7 = 7. 1 . 3 H). 
(/?/y)-l,2,3.4-Tetrahvdro>2.2-dimethvl-6-trin u oromethvl-3>Dropv]>8>pvridonor5.6- 
glQuinoline fComi>ound 449V Compound 449 was prepared in manner similar to that 
described for Compound 448 (EXAMPLE 348). to afford Compound 449 in a 32% overall 
yield. Data for Cbmpound 449: NMR (400 MHz. CDCI3) 1 1 .00 (s. 1 H). 7.32 (s. 1 H). 
6.61 (s. 1 H). 6.42 (s. 1 H). 4.60 (brs. 1 H). 2.90 (dd. J = 16.6. 4.4. 1 H). 2.45 (dd. J = 16.6. 

I I. 3. 1 H). 1,70-1.42 (m. 3 H). 1.36-1.24 (m. 2 H). 1.18 (s. 3 H). 1.02 (s. 3 H), 0.93 (t. 7 = 
20 6.7, 3 H). 

EXAMPLE 350 

l -MethYl-5-trinuoromethv|.7-Pvridonor5.6.nin doline (Compound 450. stmctuie R3A nf 

Scheme LV. whe re R^-3=r5=h. R^^trifluoromethvK R^^methvlV 
25 Compound 419 (10 mg, 0.0393 mmol) and paraformaldehyde (1 1 mg. 0.0393 mmol) were 

dissolved in glacial acetic acid (2.5 mL) and stirred for 10 min at rt. NaBHaCN (13 mg. 

0.197 mmol) was added in one portion and allowed to stir at rt for 15 h. The reaction 

mixture was poured over ice and made basic with 10% NaOH. The aqueous layer was 

extracted with EtOAc (3 x 50 mL), dried (Na2S04), filtered, and concentrated. The crude 
30 material was dissolved in 5% MeOH/CHCl3 (0.5 mL) and loaded onto a 1000 jim reverse 

phase TLC plate (Whatman PLKC18F Silica Gel 150 A). The plate was eluted with 80% 
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10 



15 



20 



25 



MeOH/H20 to afford 5.8 mg (55 %) of Compound 450 as a light yellow solid. Data for 
Compound 450: NMR (400 MHz, acetone-d6) 7.29 (d, 7= 1.6. 1 H), 6.54 (s, 1 H). 6.10 
(s, 1 H). 3.50(t,7 = 8.K2HX3.01 (t, 7 =8.0. 2 H). 2.83 (s,3H). 



6-(5>Cvano-2-tfiienvlV1.2>dihvdro-2.2.4-triniethvlouinoline rCo mpound 451. stucture 4 of 
Scheme II. where R>=5- cvano-2-thienvn . 

To a soluticH) of l-fm-butyloxycarbonyl-6-(5-fonnyl-2-thienyl)-l,2-dihydn>-2;2,4- 
trimethylquinoline (12 mg, 0.03 mmol) in acetonitrileAvater (10 ml/0.5 ml) was added 
hydroxylamine-O-sulphonic acid (5 mg, 0.04 mmol). The reaction mixture was heated to 
65** C for 1 h. The reaction was quenched with 10% NaOH (5 mL) and extracted with 
EtOAc ( 1 0 mL). The organic layer was washed with water and brine (3x5 mL each), dried 
(Na2S04), and concentrated in vacuo to afford the crude product as a yellow oil. The crude 
product was purified by prep. TLC (20 x 20cm, 250jim, 25% £tOAc:hexane) to afford 5 mg 
(40%) of l-rerf-butyloxycarbonyN6-(5-cyano-2-thicnyl)-l,2-dihydro-2,2,4- 
trimethylquinoline as a yellow oil. This product was dissolved in CH2CI2 (5 mL) and 
treated with TFA (0.1 ml) at rt with stirring. After 2 h, the reaction was quenched with 10% 
NaOH (5 mL), The organic layer was washed with water and brine (3x5 mL each), dried 
(Na2S04) and concentrated in vacuo to afford the crude product as a yellow oil. The crude 
product was purified by prep. TLC (20 x 20cm, 250|im, 25% EtOAcrhexane) to afford 2 mg 
(60%) of Compound 451 as a yellow oil. Data for Compound 451: R/ 0.3 (silica gel, 25% 
EtOAcrHex); 1h NMR(400 MHz, CDCI3) 7.52 (d, 7 = 4.0, 1 H), 7.23 (s, 1 H), 7.22 (d, 7 
= 7.4, 1 H). 7.07 (d, 7 = 4.0, 1 H), 6.43 (d, 7= 7.4, 1 H).5.38(s, 1 H), 2.02 (s, 3 H), 1.31 (s, 
6H). 



6-(5-Cvano-3>thienvl VI .2>dihvdro-2.2.4-trimethvlQuinoline f Compound 452. snicmre 4 of 
Scheme IL where R^=5-cvano«3-thienvn . 

4-Bromo-2-cvanothiophene . To a solution of 4-bromo*2-thiophenecart>oxaldehyde ( 1 .0 g, 
5.2 mmol, Aldrich) in acetonitrile/water (20 mL/2 mL) was added hyroxylamine-O-sulfonic 
acid (2.4 g, 21 .2 mmol, Aldrich). The dark solution was heated to 65*" C with stirring. After 



EXAMPLE 351 



EXAMPLE 352 
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8 h, the reaction was quenched with 10% NaOH (10 mL). The solution was extracted with 
EtOAc (30 mL). The organic layer was washed with water and brine (3 x 10 mL each), 
dried (Na2S04), and concentrated in vacuo to afford the crude product as a tan solid. The 
crude product was purified by silica flash chromatography (5-25% EtOAcrhexane) to afford 
5 0.50 g (5 1 %) of 4-bromo-2-cyanothiophene as a white solid. Data for 4-bn>mo-2- 

cyanothiophene: Rf 0.49 (silica, 25% EtOAcrhex.); NMR(400 MHz. CDCI3) 7-54 (s. 1 
H), 7.50 (S.1H). 

6-(5>Cvanc>-3>thienvn-l .2-dihvdrQ-2.2. 4>trimethvlquinoline rCompound 4S2V This 
0 compound was prepared by General Method 2 from compound 9 (200 mg, 0.63 mmol) and 

4*bromo-2-cyanothiophene (0.50 g, 2.65 mmol). The crude product was purified by prep. 

TLC(20x20cm, lOOO^m, 25% ETOAciHexane) to afford 160 mg (91%) of Compound 

452 as a yellow oil. Data for Compound 452: R/0.50 (silica gel, 25% EtOAcrhex); 

NMR(400 MHz, CDCI3) 7.79 (s, 1 H). 7.46 (s, 1 H), 7.20 (s, 1 H), 7. 16 (d. 7 = 8.3, 1 H). 
5 6.46 (d. y = 8.3, 1 H). 5.37 (s, 1 H). 2.03 (s, 3 H), 1.31 (s, 6 H); IR (film. NaCl) 1 159. 1381. 

1402. 1449, 1476. 1499. 1609. 1653. 2216, 2915. 3294. 3584. 



<^(3-Forypy|phenvlV1.2-dihvdro>2^,4-triTnethv |ouinoline (Compound 453. stnicnire 4 of 

20 Scheme 11. where Rlgj^-formvlphenvl ) 

This compound was prepared by General Method 2 from Compound 9 (50 mg, 0. 1 58 mmol) 
and 2-(3-bromophenyl)-1.3^ioxolanc (171 mg. 0.788 mmol). Purification by flash 
chromatography on silica gel (20 g) using 5% EtOAc:hexanes afforded 21 mg (48%) of 
Compound 453 as a yellow oil. Data for Compound 453: NMR (400 MHz, acetone- 

25 d6) 10.09 (s. 1 H),8.11 (d,y= 1.4. 1 H). 7.90 (d, 7 « 7.2, 1 H), 7.77 (d. i = 7.5. 1 H).7.59 
(t, J = 7.6. 1 H). 7.40 (d. 7 = 2.2, 1 H), 7.33 (dd. 7 = 8.4. 2.2. 1 H). 6.61 (d. J = 8.2, 1 H). 
5.40 (s, 1 H). 5.38 (bs. 1 H). 1.29 (s, 9 H). 



EXAMPLE 353 



EXAMPLE 354 

J ^-Di hY^ro>2.2,4>trimethvl-6^r3>rmethvlsulfonvnphenvnQuinoline (Compound 454 
structure 4 of Scheme II. where R>=:t3-fmethvlsulfonvnDhenvl ^ 
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3-Bromophenvlfmethvnsulfone. In a 50 mL r.b Hask, m-CPBA (623 mg, 2.166 nunol, 
60%) was suspended in CH2CI2 (20 mL) and cooled to -20^ C. 3-Bromothioanisole (200 
mg, 0.985 nunol) in CH2C12 ( 1 mL) was added to the slurry and allowed to warm to it for 2 
h. The reaction was quenched with H2O and the aqueous layer was extracted with CH2C12 
5 (3 X 50 mL). The combined organics were washed with brine (25 mL), dried (Na2S04)» 
filtered, and concentrated onto Celite'^. The material was purified by flash chromatography 
on silica gel (40 g) using 30% EtOAc/hexanes as eluent to afford 229 mg {99 %) of the 
sulfone as a tan solid. Data for 3-bromophenyl(methyl)sulfone: NMR (400 MHz, 
CDCI3) 8. 1 0 (t, J = 1 .6. 1 H), 7.88 (d, J =r 7.9, 1 H), 7.79 (d, J = 8.0, 1 H), 7.46 (t, J = 7.9, 1 
10 H), 3,07 (s, 3 H). 

K2-Dihvdro-2. 2.4-trimethvl6-r3-fmethvlsulfonvl>DhenvllQuinoline (Compound 4S4^. This 
compound was prepared by a modification of General Method 2 as follows. A flask was 
charged with Compound 9 (123 mg, 0.388 mmol), the sulfone (83 mg, 0.353 mmol), 

15 Pd(OAc)2 (4 mg, 0.018 mnK>l), triphenylphosphine (18.5 mg, 0.07 1 mmol), and K3PO4 
(1 12.4 mg, 0.530 mmol). The flask was flushed with N2 for 5 min and then 5 mL of DMF 
(anhydrous) was added. The resulting reaction mixture was heated to 100* C for 15 h. The 
reaction was allowed to cool to rt and was quenched with H2O (20 mL). The aqueous layer 
was extracted witfi EtOAc (3x100 mL). The combined organics were washed with H2O 

20 (3x50 mL) and brine (30 mL), dried (Na2S04)* filtered and concentrated. The lesulting 
material was dissolved in dimethylsulfide (0.5 mL), and cooled to O"" C. This solution was 
treated with trifluoroacetic acid (0.5 mL) and allowed to stir at 0° C for Ih. The reaction 
was quenched with H2O (2 mL) followed by a slow addition of NaHCOa (sat) until 
neutralized. The aqueous was extracted with EtOAc (2 x 30 mL). The combined organics 

25 were washed with brine (10 mL), dried (Na2S04), filtered and concentrated onto Celite'^. 
The material was purified by flash chromatography on silica gel (30 g) using 25% 
EtOAc/hexanes as eluent to give 15 mg (12% overall) of Compound 454 as a light yellow 
film. Data for Compound 454: NMR (400 MHz, acetone-d6) 8.08 (t, J = 1 .8, 1 H), 7.91 
(dd. J = 6.7, 1 .5, 1 H), 7.78 (dd, / = 6.5, 1 .6, 1 H), 7.64 (t, J r= 7.8, 1 H), 7.39 (d, 7 = 2. 1 , 1 

30 H),733(dd,y=8.1,2.0. 1 H).6.61 (d,J=8.1, 1 H),5.43(bs, 1 H),5.41 (s, 1 H),3.16(s,3 
H), 2.09(3, 3 H), 1.3 (s,6H). 
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EXAMPLE 255 

ffi^y)-6-(3-CvanQ-5-flUQrDPhcnvlVl ,23.4-TetrahvdiTw2^.^^ fromp nnpH 
4SS, structure S of Scheme I . where R^g3-cvano-5-fluoroDhenvn 
5 A 25 mL r.b. flask was charged with Compound 271 (EXAMPLE 171) (145.0 mg. 0.50 
nunol). ethyl acetate (1 mL) and 10% Pd/C (10 mg). The Hask was fitted with a septum and 
the system was flushed with nitrogen. A balloon filled with hydrogen gas was inserted into 
the reaction flask and the reaction was allowed to progress at rt for 2 h. The crude reaction 
mixture was filtered through a plug of Cclite™. The erode mixture was purified by reverse 

10 phase semi-preparatory HPLC (70 % methanol/water-with trace triethyl amine; retention 
Ume 29 min.) yielding 50.0 mg (34%) of Compound 455. Data for Compound 455: 
NMR (400 MHz, acetoneKl6) 7.81 (dt, J = 2.9. 1.5, 1 H), 7.65 (ddt. J = 8.9, 3.7, 2.3, 1 H), 
7.55 (s. 1 H), 7.37 (dd, J = 9.7. 1 . 1, 1 H). 7.32 (dd, J = 8.6. 1 .2, I H), 6.59 (d, 7 = 8.4, 1 H). 
5.25 (brs, 1 H).2.95(m. 1 H). 1 .80 (ddd, 7 = 8.0, 5.4. L5, 1 H), 1.40 (m,4H), 1.25 (s.3 

15 H), 1.19{s,3H). 

EXAMPLE 356 
(ffly)-9<l]loro'L2-dihvdro-2,2.4-trimethvU5-phf> ^^ 

(Compound 456. stnicture 42 of Scheme XI. whi^ R=DhenvI r1=H. R2=cn 
20 This compound was prepared by General Method 5 (Exanqile 60) from Compound 209 (75 
mg, 0.230 mmol) and phenyl magnesium bromide (1.84 mU 1.84 mmol) to afford 6i mg 
(68 %) of Compound 456 as a clear film. Data for Compound 456: 1h NMR (400 MHz, 
acetone-d6) 7.58 (d, 7 = 2.3. 1 H). 7.56 (s. 1 H). 7.22 (m, 4 H). 7.19 (m. 1 H), 6.94 (dd. /= 
8.5. 2.5, 2 H), 6.83 (d, J = 8.5, 1 H), 6.76 (d. J = 8.5. 1 H). 5.63 (br s. 1 H). 5.46 (d. / = 8.5, 
25 1 H). 1.98 (s. 3 H). 1.26 (s. 3 H), 1.24 (s, 3 H). 

EXAMPLE 357 

(R/S)-5'Butv]- 1 .2>dihvdnv2.2. 4.9-tctramcthyl>5i/-chromcnof 3.4-/lquinoline (Compoiind 
457. structtire 42 o f Scheme XI, where R=n>butvL r1=H. R^zrmethvn . 
30 This compound was prepared by General Method 5 (EXAMPLE 60) ftom Compound 316 
(EXAMPLE 216) (44 mg. 0.14 mmol) and /i-BuLi (2.5 M in hexanes, 0.30 mL, 0.75 mmol. 
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5.2 equivuiv) to afford 12 mg (24%) of Compound 457 as a pale yellow glass. Data for 
Compound 457: NMR (400 KfHz, acetone-d6): 7.48 (s, 1 H), 7.45 (d, J = 8.2, 1 H), 
6.91 (d,/«6.6. 1 H), 6.76 (d. J = 8.0. 1 H). 6.67 (d, 7= 8.2. lH),5.80(dd.y=7.9.3.3, 1 
H). 5.51 (s. 1 H), 5.36 (br s. 1 H). 2.81 (s. 3 H). 2.78 (s. 3 H), 1. 75 (m, 1 H). 1.55-1.35 (m. 
5 3 H). 1.30-1.20 (m. 2 H), 1.27 (s. 3 H). 1.18 (s. 3 H), 0.84 (t. J = 7.3. 3 H). 

Steroid Reccntor Actfvitv 

Utilizing the "cis-trans" or "co-transfection" assay described by Evans et al.. Science . 
2^:889-95 (May 13, 1988), the disclosure of which is herein incorporated by reference, the 

10 compounds of the present invention were tested and found to have strong, specific activity 
as both agonists, partial agonists and antagonists of PR, AR, ER, GR and MR. This assay is 
described in further detail in U.S. Patent Nos. 4,981,784 and 5.071,773. the disclosures of 
which arc incorporated herein by reference. 

The co-transfection assay provides a method for identifying functional agonists and 

15 . partial agonists which mimic, or antagonists which inhibit, the effect of native hormones, 
and quantifying their activity for responsive IR proteins. In this regard, the co*transfection 
assay mimics an mWvo system in the laboratory. Importantly, activity in the co-transfection 
assay correlates very well with known iaj^^!^ activity, such that the co-transfection assay 
functions as a qualitative and quantitative predictor of a tested compounds in vivo 

20 pharmacology. Seg. c^. T. Berger et al. 41 J. Steroid Biochem. Molec. Biol. 773 (1992), 
the disclosure of which is herein incorporated by reference. 

In the co-transfection assay, a cloned cDNA for an IR (e.g., human PR, AR or GR) 
under the control of a constitutive promoter (e.g.. the SV 40 promoter) is intnkluoed by 
transfection (a procedure to induce cells to take up foreign genes) into a background cell 

25 substantially devoid of endogenous IRs. This introduced gene directs the recipient cells to 
make the IR protein of interest A second gene is also introduced (co-transfectcd) into the 
same cells in conjunction with the IR gene. This second gene, comprising the cDN A for a 
reporter protein, such as firefly luciferase (LUC), controlled by an appropriate hormone 
responsive promoter containing a hormone response element (HRE). This reporter plasmid 

30 functions as a reporter for the transcription-modulating activity of the target IR. Thus, the 
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reporter acts as a surrogate for the products (mRNA then protein) normally expressed by a 
gene under control of the target receptor and its native hormone. 

The co-transfection assay can detect small molecule agonists or antagonists of target 
IRs. Exposing the transfected cells to an agonist ligand compound increases reporter 
5 activity in the transfected cells. This activity can be conveniently measured, c,g.. by 
increasing lucifmse pioduction, which reflects compound-dependent* IR-medialed 
increases in reporter transcription. To detect antagonists, the co-transfection assay is carried 
out in the presence of a constant concentration of an agonist to the target IR (c.g-. 
progesterone for PR) known to induce a defined reporter signal. Increasing concentrations 

10 of a suspected antagonist will decrease the reporter signal (e.g., luciferase production). The 
co-transfection assay is therefore useful to detect both agonists and antagonists of specific 
IRs. Furthermore, it determines not only whether a compound interacts with a particular IR, 
but whether this interaction mimics (agonizes) or blocks (antagonizes) the effects of the 
native regulatory molecules on target gene expression, as well as the specificity and strength 

IS of this interaction. 

The activity of selected steroid receptor nKxiulator compounds of the present 
invention were evaluated utilizing the co-transfection assay, and in standard IR binding 
assays, according to the following illustrative Examples. 

EXAMPI.E3j« 

Co-transfegtioii ay^^y 

CV-1 cells (African green monkey kidney fribroblasts) were cultured in the presence 
of Dulbecco s Modified Eagle Medium (DMEM) supplemented with 10% chareoal resin- 
stripped fetal bovine serum then transferred to 96-well microtiter plates one day prior to 
25 transfection. 

To determine PR agonist and antagonist activity of the compounds of the present 
invention, the CTV-l cells were transiently transfected by calcium phosphate coprecipitation 
according to the procedure of Berger el al., 41 7. Steroid Biochenu MoL BioL. 733 (1992) 
with the following plasmids: pSVhPR-B (5 ng/well), MTV-LUC reporter (100 ng/well), 
30 pRS-B-Gal (50 ng/well) and filler DNA (pGEM; 45 ng/well). The receptor plasmid, 

pSVhPR-B, contains the human PR-B under constitutive control of the SV-40 promoter, and 
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is more fully described in E. Vegeto et al., *The mechanism of RU 486 antagonism is 
dependent on the confonnation of the carfooxy-terminal tail of the human progesterone 
receptor'*, 69 Cell, 703 (1992), the disclosure of which is herein incorporated by reference. 
Similarly, the AR, ER, GR and MR agonist and antagonist activity of the compounds of the 
5 present invention were determined according to the same procedure described herein, except 
that the plasmids pRShAR, pRShER, pRShGR and pRShMR were substituted for the 
plasmid pSVhPR-B described above. Each of these plasmids are more fully described in 
y.A. Simental et al., 'Transcriptional activation and nuclear targeting signals of the human 
androgen receptor", 266 J, BioL Chenu, 510 (1991) (pRShAR), M.T. Tzukerman et al., 

10 **Human estrogen receptor transactivational capacity is determined by both cellular and 

promoter context and mediated by two functionally distinct intramolecular regions*', 8 MoL 
Endocrinol, 21 (1994) (pRShER), V. Giguere et al.. "Functional domains of the human 
glucocorticoid receptor", 46 Cell, 645 (1986) (pRShGR), and 7,L. Airiza et al., "Cloning of 
human mineral ocorticoid receptor complementary DNA: structural and functional kinship 

15 with glucocorticoid receptor*', 237 Science, 268 (1987) (pRShMR), the disclosures of which 
are herein incorporated by reference. 

The reporter plasmid, MTV-LUC, contains the cDNA for firefly luciferase (LUC) 
under control of the mouse manunary tumor virus (MTV) long terminal repeat, a condiuonal 
promoter containing a progesterone response element. This plasmid is more fiilly described 

20 in Berger et al. supra . In addition, for ER agonist and antagonist determinations, the 
reporter plasmid MTV-ER£5*LUC, which contains LUC under control of the mouse 
mammary tumor vinis (MTV) long terminal repeat in which the glucocorticoid response 
elements have been deleted and replaced with five copies of a 33-base pair ERE as 
described in Tzukerman et al., supra , was substituted for the MTV-LUC plasmid described 

25 herein. pRS-fi-Gal, coding for constitutive expression of E. coli B-galactosidase (B-Gal), 
was included as an internal control for evaluation of transfection efficiency and compound 
toxicity. 

Six hours after transfection, media was removed and the cells were washed with 
phosphate-buffered saline (PBS). Media containing reference compounds (i.e. progesterone 
30 as a PR agonist, mifepristone (( 1 1 beta, 1 7beta)- 1 1 -[4-(dimethy lamino)pheny]]- 1 7-hydroxy- 
17-(l-propynyl)estra-4»9-dien-3-one: RU486; Roussel Uclaf) as a PR antagonist; 
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dihydrotestosterone (DHT; Sigma Chemical) as an AR agonist and 2-OH-flutamide (the 
active metabolite of 2-methyl-N-[4-nitio-3-(trifluoromethyl)phenyl]pronanamide; Schering- 
Plough) asan AR antagonist; estradiol (Sigma) as an ER agonist and ICl 164,384 (N*butyl- 
3,17Klihydioxy.N-methyl-(7-alpha,17-beta)^tra-13^(10)-triene-7.undecananu 
5 Americas) as an ER antagonist; dexamethasone (Sigma) as a GR agonist and RU486 as a 
GR antagonist; and aldosterone (Sigma) as a MR agonist and spirolactone ((7-alpha- 
[accty Ithio]- 1 7-a!pha-hydroxy-3-oxopiegn-4^ne-2 1 -carboxy lie acid gamma-lactone; 
Sigma) as an MR antagonist) and/or the modulator compounds of the present invention in 
concentrations ranging from 10-12 to 10-5 m ^^^^ ^dded to the cells. Three to four 
10 replicates were used for each sample. Transfections and subsequivuent procedures were 
performed on a Biomek 1(X)0 automated laboratory work station. 

After 40 hours, the ceils were washed with PBS, lysed with a Triton X-lOO-bascd 
buffer and assayed for LUC and B^al activities using a luminometer or spectrophotometer, 
respectively. For each replicate, the normalized response (NR) was calculated as: 

15 

LUC response/fi-Gal rate 
where B-Gal rate = B-GaMxlO-5/B-Gal incubation time. 

20 The mean and standard error of the mean (SEM) of the NR were calculated. Data 

was plotted as the response of the compound compared to the reference compounds over the 
range of the dose-response curve. For agonist experiments, the effective concentration that 
produced 50% of the maximum response (EC50) was quantified. Agonist efficacy was a 
function (%) of LUC expression relative to the maximum LUC pioduction by the reference 

25 agonist for PR, AR, ER, GR or MR. Antagonist activity was detennined by testing the 
amount of LUC expression in the presence of a fixed amount of progesterone as a PR 
agonist, DHT as an AR agonist, estradiol as an ER agonist, dexamethasone as a GR 
agonist, or aldosterone as an MR agonist at the EC50 concentration. Tlie concentration of 
test compound that inhibited 50% of LUC expression induced by the reference agonist was 

30 quantified (IC50). In addition, the efficacy of antagonists was determined as a function (%) 
of maximal inhibition. 
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IR Binding assay 

PR and G R Binding In addition, the binding of the compounds of the present 
invention to the steroid receptors was also investigated according to the following 
5 methodology for PR and GR. PR and GR imteins were prepared from Baculoviius extracts 
by incorporating the appropriate cDNAs for human progesterone receptor A fonn (PR-A; P« 
Kastner et al., 9 EMBO. 1603 (1990), the disclosure of which is herein incorporated by 
reference) and human glucocorticoid receptor alpha (GRa) into appropriate baculovinis the 
expression plasmids as described in E.A. Allegretto et al,, 268 J. Biol Chenu, 26625 (1993); 

10 G. Srinivasan and B. Thompson, 4 MoL Endo,, 209 (1990); and DJl. O'Reilly et al.. In, 
"Baculovinis Expression Vectors", D.R. O'Reilly et al., eds., W.H. Freeman. New York, 
NY, pp. 139-179 (1992), the disclosures of which are herein incorporated by reference. 
Assay buffers consisted of the following: PR, 10% glycerol, 10 mM Tris, 1 mM EDTA, 12 
mM monothioglycerol (MTG) and ImM PMSF, pH = 7.5 @ 4«>C; GR, 10% glycerol. 25 

15 mM sodium phosphate, 10 mM KF, 2mM DTT, 0.25 mM CHAPS, and 20 mM sodium 
molybdate, pH-7.5. 

The PR and GR steroid receptor binding assays were performed in the same manner. 
The fmal assay volume was 500 \iL for PR and 250 pL for GR, and contained -5 \ig of 
extract protein for PR and -50 mg for GR, as well as 2-4 nM of the appropriate [^Hl steroid 

20 (e.g, [3h] progesterone and [^H] dexamethasone, respectively) and varying concentrations 
of competing ligand at concentrations that ranged from 0-10'^ M. Incubations were 
carried out at 4^ for 16 hours. 

Non-specific binding was defmed as that binding remaining in the presence of 500 
nM of the appropriate unlabelled steroid. At the end of the incubation period, bound from 

25 free ligand were separated by either charcoal (PR) or hydroxylapatite (GR). The amount of 
bound tritiated hormone was determined by liquid scintillation counting of an aliquot (700 
mL) of the supernatant fluid or the hydroxylapatite pellet. 

AR Binding : For the whole cell binding assay, COS-1 cells in 96-well microtiter 
plates containing DMEM-10% FBS were transfected as described above with the following 

30 plasmid DNA: pRShAR (2 ng/well), pRS-B-Gal (50 ng/well) and pGEM (48 ng/well). Six 
hours after transfection, media was removed, the cells were washed with PBS and fresh 
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media was added. The next day, die media was changed to DMEM-senim free to remove 
any endogenous ligand that might be complexed with the receptor in the cells. 

After 24 hotirs in senim-free media, either a saturation analysis to detennine the Kd 
for tritiated dihydrotestosterone (3H-DHT) on human AR or a competitive binding assay to 
5 evaluate the ability of test compounds to compete with ^H-DHT for AR was perfonned. 
For the saturation analysis, media (DMEM-0 Jt% CA-FBS) containing 3H-DHT (in 
concentrations ranging from 12 nM to 0.24 nM) in the absence (total binding) or presence 
(non-specific binding) of a 100-fold molar excess of unlabeled DHT were added to the 
cells. For the competitive binding assay, media containing I nM ^H-DHT and test 
10 compounds in concentrations ranging from 10-^^ to lO*^ M were added to the cells. Three 
replicates were used for each sample. After three hours at 37°C, an aliquot of the total 
binding media at each concentration of ^H-DHT was removed to estimate the amount of 
free ^H-DHT. The remaining media was removed, the cells were washed three times with 
PBS to remove unbound ligand, and cells were lyscd with a Triton X-lOO-based buffer. The 
15 lysates were assayed for amount of bound ^h-DHT and B-Gal activity using a scintillation 
counter or spectrophotometer, respectively. 

For the saturation analyses, the difference between the total binding and the 
nonspecific binding, normalized by the B-Gal rate, was defmed as specific binding. The 
specific binding was evaluated by Scatchard analysis to determine the Kd for ^H-DHT. 
20 Sag., D. Rodbard, ''Mathematics and statistics of ligand assays: an illustrated guide** Iq: 7. 
Langon and J J. Clapp, eds., Ugand Assay, Masson Publishing U.S.A., Inc., New York, pp. 
45-99, (1981 ), the disclosure of which is herein incorporated by reference. For the 
competition shidies, the data was plotted as the amount of ^H-DHT {% of control in the 
absence of test compound) remaining over the range of the dose-response curve for a given 
25 compound. The concentration of test compound that inhibited 50% of the amount of ^H- 
DHT bound in the absence of competing ligand was quantified GC50) after log-logit 
transformation. The Ki values were determined by application of the Cheng-Prusoff 
equivuation to the IC50 values, where: 

Esq 

30 Ki= (l+l3H«DHTl)/Kdfor3H-DHT 
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To date, binding assays have not been performed utilizing ER or MR proteins. 

After correcting for non-specific binding, IC50 values were determined. The IC50 
value is defined as the concentration of competing ligand needed to reduce specific binding 
by 50%. The IC50 value was determined graphically from a log-logit plot of the data. The 
5 Ki values were determined by application of the Cheng-Prusoff equivuation to the IC50 
values, the labeled ligand concentration and the K<i of the labeled ligand. 

The agonist, antagonist and binding activity assay results of selected steroid receptor 
modulator compounds of present invention and the standard reference compounds on PR, 
AR, ER, GR and MR, as well as the cross-reactivity of selected compounds on all of these 
10 receptors, are shown in Tables 1-5 below. Efficacy is reported as the pjercent maximal 
response observed for each compound relative to the reference agonist and antagonist 
compounds indicated above. Also reported in Tables 1-5 for each compound is its 
antagonist potency or IC30 (which is the concentration (nM), requivuired to reduce the 
maxima] response by 50%). its agonist potency or EC50 (nM). PR, AR and GR protein 
15 binding activity (Ki in nM) is shown in Tables 1-2 and 4. 

Table 1: Agonist, antagonist and binding activity of selected steroid receptor 
modulator compounds of present invention and the reference agonist 
compound. Progesterone (Prog), and reference antagonist compound, 
20 mifepristone (RU486), on PR. 



Cmpd 


PR Agonist 
CV-1 Cells 


PR Antagonist 
CV-1 Cells 


PR 
Bindine 


No. 


Efficacy 

(%) 


Potency 
(nM) 


Efificacy 

(%) 


Potency 
(nM) 


K| 
(nM) 


103 


na 


na 


91 


780 


372 


104 


39 


2J50 


71 


120 


82 


109 


na 


na 


87 


138 


23 


116 


nt 


nt 


85 


549 


38 


117 


na 


na 


68 


462 


na 


124 


74 


1,600 


36 


10 


4 


126 


124 


2,400 


58 


145 


11 


132 


22 


6,400 


76 


80 


31 


150 


24 


3,200 


91 


24 


17 


152 


na 


na 


82 


130 


53 


161 


47 


203 


75 


209 


3 


163 


77 


15 


45 


3,617 


1 
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FK A 


LgonisC 
I CcDs 


PR Antagonist 
CV-1 Ceils 


PR 

Binding 


Nn 


jLiiicAcy 

L/o) 


Potency 


EITicacy 
(•/.) 


Potency 
(nM) 


K| 
rnM> 


1Q1 


20 


9 


74 


150 


1 


1V5 


OA 

89 


13 


na 


na 


3 


210 


72 


16 


na 


na 


3 


x2u 


147 


33 


na 


na 


1 


221 


105 


117 


na 


na 


4 


228 


114 


40 


na 


na 


3 


271 


na 


na 


78 


32 


10 


2lt6 


na 


na 


84 


155 


61 


291 


na 


na 


79 


46 


4 


310 


na 


na 


70 


260 


7 


313 


26 


300 


94 


140 


87 


328 


86 


2200 


65 


26 


7 


331 


na 


na 


88 


210 


273 


m2 


138 


3 


na 


na 


0.4 


368 


183 


43 


na 


na 


4 


374 


231 


4 


na 


na 


0.5 


377 


101 


550 


na 


na 


20 


379 


na 


na 


87 


350 


25 


381 


81 


58 


na 


na 


18 


3S5 


27 


82 


45 


2300 


31 


389 


133 


17 


na 


na 


4 


391 


na 


na 


65 


120 


187 


400 


na 


na 


68 


370 


14 


401 


43 


600 


na 


na 


150 


452 


119 


2400 


70 


24 


17 


455 


na 


na 


76 


35 


10 


Proc 


100 


4 


na 


na 1 


3 


RU486 


na 


na 


96 


0.1 1 


0.8 



na = not active (Lc. efficacy of <20 and potency of >1 0,000) 
nt » not tested 
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Table 2: Agonist, antagonist and binding activity of selected steroid receptor 
modulator compounds of present invention and the reference agonist 
compound, dihydrotestosterone (DHT), and reference antagonist 
con4>ound, 2-lQrdroxyflutaRiide (Flut), on AR. 





AR Agonist 


AR Antagonist 


AR 


Cmpd 


CV-1 CeUs 


CV-l Cells 


Binding 




Efllaicy 


Potency 


Enicacy 


Potency 


K, 


No. 


(•/.) 


(nm 


(•/.) 


(nM) 


(nMl 


238® 


96 


10 


na 


na 


44 


247 


23 


2,400 


69 


34 


864 


255 


na 


na 


82 


25 


675 


256 


na 


na 


91 


62 


4,500 


260 


na 


na 


53 


24 


435 


265 


na 


na 


78 


56 


23 


405 


na 


na 


89 


77 


6 


414 


118 


1 


na 


na 


0.3 


416 


88 


340 


24 


5009 


388 


417 


na 


na 


74 


21 


23 


418 


na 


na 


63 


200 


1000 


419 


29 


1800 


74 


46 


60 


420 


40 


2100 


80 


32 


346 


437 


na 


na 


72 


13 


38 


445 


74 


7 


32 


8450 


13 


DHT 


100 


6 


na 


na 


2 


Flut 


na 


na 


87 


26 


2085 



na = not active (Le. efficacy of <20 and potency of >1 0,000) 
® profiles as an AR antagonist in vivo 
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Agonist, antagonist and binding activity of selected steroid receptor 
modulator compounds of present invention and the reference agonist 
compound. Estrogen (Estr). and reference antagonist compound ICI 
164.384 (la 164), on ER. ' 



Cmpd 


ER Agonist 
CV-1 CeUs 


£R Antagonist 
CV-1 Cdls 


No. 


Ellicacy 
(%) 


Potency 
(nM) 


Efficacy 
(%) 


Potency 
(nM) 


161 


nt 


nt 


86 


505 


170 


nt 


nt 


78 


580 


191 


nt 


nt 


93 


330 


192 


na 


na 


80 


195 


194 


nt 


nt 


94 


390 


195 


90 


1900 


68 


4406 


£str 


100 


7 


na 




ICE 164 


na 


na 1 99 


43 



na - not active (Le. efficacy of <20 and potency of >10j 
nt » not tested 



Table 3: 
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Table 4: Antagonist and binding activity of selected steroid receptor modulator 
compounds of present invention and the reference antagonist 
compounds, RU486 and Spironolactone (Spir), on GR and MR, 
respectively. 



Cmpd 


GR Antagonist 
CY-lCeUs 


MR Antagonist 
CV-1 Cells 


GR 
Bindine 


No. 


Efficacy 

(%) 


Potency 
(nM) 


Efficacy 

(%) 


Potency 
(nM) 


K. 
(nM) 


161 


97 


600 


58 


1000 


137 


167 


96 


855 


61 


2000 


21 


170 


94 


1550 


84 


410 


47 


192 


81 


280 


70 


320 


214 


195 


96 


590 


47 


1900 


26 


RU486 


100 


1 


77 


MOO 


0.4 


Spir 


80 


2000 


96 


25 


nt 



nt • not tested 



Table 5: Overall agonist and antagonist potency of selected steroid receptor 
modulator compounds of present invention and the reference 
agonist and antagonist compounds shown in Tables 1-4 on PR, 
AR, ER, GR and MR, 



Cmpd 


PR Potency 


AR Potency 


ER Potency 


GR 
Potency 


MR 
Potency 


No. 


Agon 
(nM) 


Antag 


Agon 
(nM) 


Antag 
(nM) 


Agon 
(nM^ 


Antag 
(nM) 


Antag 
(nM) 


Antag 

(nM) 


124 


1600 


10 


nt 


1500 


2100 


na 


na 


na 


150 


3200 


24 


nt 


140 


nt 


na 


2700 


1900 


163 


15 


3617 


nt 


1550 


na 


2150 


1330 


1450 


170 


73 


145 


nt 


290 


nt 


580 


1550 


410 


191 


9 


150 


nt 


520 


nt 


330 


nt 


nt 


192 


na 


89 


nt 


79 


nt 


195 


280 


320 


195 


13 


na 


nt 


470 


1900 


4406 


590 


1900 


255 


na 


3050 


na 


25 


na 


na 


na 


na 


260 


na 


230 


na 


24 


nt 


nt 


nt 


nt 


ProR 


4 


na 


1300 


na 


na 


na 


na 


nt 


RU486 


na 


0.1 


na 


12 


na 


1500 


0.7 


1100 


DHT 


na 


1800 


6 


na 


1700 


na 


na 


nt 


Ftut 


na 


1900 


na 


26 


na 


na 


na 


na 


Estr 


nt 


nt 


na 


na 


7 


na 


na 


nt 
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Cmpd 


PR Potency 


AR Potency 


ER Potency 


GR 
Potency 


MR 
Potency 


No. 


Agon 
(nM) 


Antag 
(nM) 


Agon 
(nM) 


Antag 
(nM) 


Agon 
(nM) 


Antag 
(nM) 


Antag 
(nM) 


Antag 
(nM) 


ICI164 


na 


na 


na 


na 


na 


160 


na 


na 


Spir 


nt 


268 


nt 


nt 


na 


na 


2000 


25 



nasnot active (i^ efficacy of >20 and potency of >10,000) 
ntsnot tested 



5 

As can be seen in the Tables. Compounds 163, 191, 332 and 374 are highly selective 
PR agonists, while Compounds 124, 150. 328 and 455 arc highly selective PR antagonists. 
Importantly, these PR antagonist C6mpounds show very little or no cross reactivity on GR, 
or any of the other tested steroid receptors. In contrast, the known PR antagonist, RU486. 
10 shows strong cross reactivity on both GR and AR, showing essentially equivual potency as 
both a PR and GR antagonist. Thus RU486 may not be generally useful for long-term, 
chronic administration due to this undesirable GR cross reactivity. Furthermore, 
Compounds 255, 260, 417 and 437 of the present invention shown equivual or better 
activity as AR antagonists than the known antagonist compound 2-OH-flutamide. 

15 

EXAMPLE 3S9 

The effectiveness of selected compounds of the present invention as PR agonists was 
investigated in the well recognized uterine wet weight assay, as described in GJ. Marcus, 
"Mitosis in the rat uterus during the estrous cycle, early pregnancy and eariy 

20 pseudopregnancy", lOBioL /JeproJ., 447 (1974). S. Sakamoto etal., "Effects of estrogen 
and progesterone on thymidine kinase activity in the immature rat uterus", 145 Am. J. 
Obstet. Gynecol., 71 1 (1983), and CW. Emmens and R.I. Dorfman, "Estrogens** (Ch. 2) and 
"Antiestrogens** (Ch. 3). in Methods in Hormone Research, ed. R.I. Dorfman, Academic 
Press, New York, New York, pplOl-130 (1969), the disclosures of which are herein 

25 incorporated by refmnce. Four to five week old, ovariectomized, Sprague-Dawely rats 

(Harlan-Sprague-Dawely, Indianapolis, IN) were obtained 1 week after surgery and allowed 
to acclimate for an additional week after shipment Compound 163, Compound 210, 
medroxyprogesterone acetate (MPA) (Sigma, St Louis, MO) a synthetic progesterone 
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agonist, and estrone (El) (Sigma, St. Louis, MO) a synthetic estrogen agonist, were fully 
dissolved in purified sesame oil (Croda, Parsippany,NJ). Animals were randomized into 
treatment groups (4 rats/group) and administered Cknnpound lfi3. Compound 210. or MPA 
(0.3, 1.0 or 3.0 mg/rat, 0.5 mL volumes, oral, once a day for three days in the presence of 
5 estrone (10 pg/day, subcutaneous). Additional control groups of rats were administered 
estrone or vehicle (i.e. sesame oil) alone. Animals were sacrificed on the fourth day of the 
experiment. Upon necropsy, uterine wet weights were obtained, and are reported in Table 6 
below. 

10 Table 6: Mean uterine wet weights in presence of estrone (10 jig). MPA. a 
recognized PR agonist, and Compounds 1 63 and 2 1 0 of the present 
invention. 



Group 


£1 


MPA 


Cmpd 163 


Cmpd 210 


Mean Uterine 




(niR) 


(mg) 


(mg) 


Wet Weight (mg) 


Control 


none 


none 


none 


none 


45 


1 


10 


none 


none 


none 


205 


2 


10 


0.3 


none 


none 


140 


3 


10 


1.0 


none 


none 


130 


4 


10 


3.0 


none 


none 


130 


5 


10 


none 


3.0 


none 


125 


6 


10 


none 


none 


0.3 


110 


7 


10 


none 


none 


1.0 


100 


8 


10 


none 


none 


3.0 


100 



15 As can be seen in Table 6. estrone alone increased uterine wet weight 4-fold over 

control treated animals. MPA co-administered with estrone significantly decreased the 
uterine wet weight at doses of 0.3 mg. 1.0 mg. and 3.0 mg/rat. Compound 163 at a dosage 
of 3 mg/rat, decreased by approximately half, the mean uterine wet weight, as did 
Compound 210 at doses of 0.3 mg, 1.0 mg, and 3.0 mg/rat. 

20 

EXAMPLE 360 

The activity of Compound 150 of the present invention as a PR antagonist was 
25 measured via an implantation assay, a recognized test of antiprogestin activity, as described 
in F.H.Bronson, ct al., ^'Reproduction**, In Biology of the Laboratory Mouse, 2nd ed.. pp 



wo 96/19458 



PCT/US95/K096 



329 



187-204. McGiaw Hill, New Yoik. NY (1966), the disclosure of which is herein 
incoiporated by reference. Virgin female mice (ICR strain) were caged with fertile males of 
the same strain overnight and examined the next morning for vaginal plugs (Day I of 
pregnancy). Mating was assumed to have taken place at 02.00 h. time 0. 
5 The animals were treated orally with a known amount of the antiprogesUn. 

mifepristone (RU4S6) or Compound 150 daily between days 2 and 4 of pregnancy. 
Compound 150 was dissolved in sesame oU (50 mg/mL) and kept at room temperature 
before use. RU486 was first dissolved in 100% ethanol and diluted to a concentration of 10 
mgAnL with sesame oil. Control animals received an equivuivalent volume of the control 
10 vehicle, sesame oil, alone. 

The animals were sacrificed, and autopsies were carried out at Day 8 of pregnancy, 
and numbers of implantation sites counted and recorded, and are shown in Table 7 below. 
Each group consisted of between 5 and 7 animals. 

15 Table 7: Percent pregnancy rate in mice in the presence of RU486 (mifepristone) 
a recognized PR antagonist, and Compound 150 of the present invention. 



20 



Group 


RU486 


CmpdlSO 


Percent 
Pregnancy Rate . 


(mg/day) 


(me/day) 


Control 


none 


none 


100 


1 


1.0 


none 


0 


2 


none 


2.5 


50 


3 


none 


5.0 


0 



25 



As can be seen from Table 7, the control group of mice exhibited a pregnancy rate of 
one hundred. Administration of 1.0 mg/day of RU486 resulted in a pregnancy rate of zero, 
while administration of Compound 150 at 2.5 mg/day and 5.0 mg/day resulted in pregnancy 
rates of 50 and 0, respectively. In addition, the above noted effect on pregnancy rate of 
Compound 1 50 was reversed to the control level by the simultaneous injection of tiie known 
PR agonist Compound R5020 (promegestonc; (17P)-17-metiiyl.l7-(l-oxopropyl) estra-4,9- 
dien-a-one; New England Nuclear, Boston, MA) at a dose of 1.0 mg per day. 
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EXAMPIJ1361 

The activity of selected compounds of the present invention as AR antagonists was 
investigated in an immature castrated male rat model, a recognized test of the antiandiogen 
activity of a given compound, as described in L.G. Hershbeiger et a!.. 83 Froc. Soc, Exptl 
5 Biol Med., 175 (1953); RC Walsh and R.F. Gittes. ^Inhibition of extratesticular stimuli to 
prostatic growth in the castrated rat by antiandrogens**, 86 Endocrinology, 624 (1970); and 
B^. Furr et al., "ICI 176^34: A novel non-steroidal, peripherally selective antiandrogen'\ 
113 7. Endocrinol., R7-9 (1987), the disclosures of which are herein incorporated by 
reference. 

10 The basis of this assay is the fact that the male sexual accessory organs, such as the 

prostate and seminal vesicles, play an important role in reproductive function. These glands 
are stimulated to grow and arc maintained in size and secretory function by the continued 
presence of serum testosterone (T), which is the major scrum androgen (>95%) produced by 
the Leydig cells in the testis under the control of the pituitary luteinizing hormone (LH) and 

15 follicle stimulating hormone (FSH). Testosterone is converted to the more active form, 
dihydrotestosterone (DHT), within the prostate by 5a-reductase. Adrenal androgens also 
contribute about 20% of total DHT in the rat prostate, and about 40% of that in 65-year-old 
men. F. Labrie et al.. 16 Clin. Invest. Med., 475-492 (1993). However, this is not a major 
pathway, since in both animals and humans, castration leads to almost complete invohition 

20 of the prostate and seminal vesicles without concomitant adrenalectomy. Therefore, under 
normal conditions, the adrenals do not support significant growth of prostatic tissue. M.C. 
Luke and D.S. Coffey, The Physiology of Reproduction" cd. by E. Knobil and y.D. Neill, 7, 
1435-1487 (1994). Since the male sex organs arc the tissues most responsive to modulation 
of androgen activity, this model is used to determine the androgen-dependent growth of the 

25 sex accessory organs in immature castrated rats. 

Male inunature rats (60-70 g, 23-25-day-old, Sprague-Dawley, Harlan) were 
castrated under metofane anesthesia. Five days after surgery, animals groups were dosed for 
3 days as follows: 

(1) control vehicle 

30 (2) Testosterone Propionate (TP)(0. 1 mg/rat/day , sub cutaneous) 

(3) TP plus flutamide, a recognized antiandrogen, as a reference 
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compound, and/or a compound of the present invention 
(diffeirat doses, oral administration, daily) to demonstrate 
antagonist activity, or 
(4) a compound of the present invention alone (different doses, 
oral administration daily) to demonstrate agonist activity 

At the end of the 3-day treatment, the animals were sacrificed, and the ventral 
prostates (VP) and seminaJ vesicles (SV) were collected and weighed. To compare data 
from different experiments, the sexual organ weights were first standardized as mg per 100 
g of body weight, and the increase in organ weight induced by TP was considered as the 
maximum increase (100%). Super-anova (one factor) was used for statistical analysis. 

The gain and loss of sexual organ weights reflect the changes of cell number (DNA 
content) and cell mass (protein content), depending upon the serum androgen concentration. 
SffiY.Okudaetal., \4SJUroL, 188-191 (1991), the disclosure of which is herein 
incorporated by reference.. Therefore, measurement of organ wet weights is sufficient to 
indicate the bioactivity of androgens and androgen antagonists. In immature castrated rats, 
replacement of exogenous androgens increased the weights of the ventral prostate (VP) and 
the seminal vesicles (SV) in a dose-dependent manner as shown in Table 8. 



Table 8: TP-Induced Ventral Prostate and Seminal Vesicle Growth in castrated 
immature rats, with oral dosing once daily, for 3 days. 



Treatment 
(me TP) 


VP 
(wet wt) 


%VP 
erowth 


SV 
(wet wt) 


%SV 
growth 


0 


10.5±1.0 


100 


7.5±0.6 


100 


0.01 


15.4±0.6 


146.5 


12.3±0.8 


165.1 


0.03 


23.5±1.3 


224.1 


27.5±0.8 


369.5 


0.1 


35.3±2.1 


337.0 


42.Q±2.0 


563.8 


0.3 


43.6±1.1 


415.9 


45.9±1.9 


616.1 


1 


44.8±3.7 


427.4 


51.0±5.4 


684.6 



The maximum increase in organ wet weights was 4 to 5-fold when dosing 3 
mg/rat/day of testosterone (T) or 1 mg/rat/day of testosterone propionate (TP) for 3 days. 
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10 



IS 



20 



The EC50 of T and TP were about 1 ing and 0.03 mg, respectively. The increase in the 
weights of VP and SV also correlated with the increase in the senim T and DHT 
concentrations. Although administration of T showed 5-times higher serum concentrations 
of T and DHT at 2 hours after subcutaneous injection than that of TP. thereafter, these high 
levels declined very rapidly. In contrast, the seram concentrations of T and DHT in TP- 
treated animals were fairly consistent during the 24 hours, and therefore. TP showed about 
10-30-fold higher potency than free T. 

In this immature castrated rat model, a known AR antagonist (flutamide) was also 
administered simultaneously with 0.1 mg of TP (EDgO). inhibiting die testosteione- 
mediated increases in the weights of VP and SV in a dosc-dcpendem manner as shown in 
Table 9. The anugonist effects were similar when dosing orally or subcutaneously. 
Compounds 255 and 261 also exhibited AR antagonist activity by suppressing the 
testosterone-mediated increases in the weights of the VP and SV. as summarized in Table 9. 

Table 9: Inhibition of TP-InducedVentral Prostate and Seminal Vesicle Growrth 
in castrated immanire rats at oral dosing, once daily, for 3 days of 
Outaniide (flut). Compound 255 or Compound 261 . 



Treatment 


VP 

(wet wt) 


VPwt 
(% of TP 
(OJ) control) 


SV 
(wet wt) 


SVwt 
(% of TP 
(0.1) control) 


Control 


9.8±1.2 


36.2 


9.9±0.9 


21.7 


TP (0.1) 


25.5±1.2 


100 


33.6±4.0 


100 


TP+ flut a.O) 


12.4±1J 


49.9 


8.5±0.6 


30.3 


TP4> flut (3.0) 


9.5 ±0.4 


37.4 


9.8±0.5 


29.3 


TP+ 255 (03) 


22.1 ±0.7 


86.4 


29.8±2.5 


88.7 


TP+ 255 (1.0) 


20.0±4.5 


78.2 


24.8±9.0 


73.9 


TP+255f3.0) 


17.3±1.2 


67.7 


20.4±1.2 


60.6 


TP+ 261 a.O) 


21.0±1.7 


84.4 


23.8±1.8 


85.0 


TP+261(3.0) 


16.7±1.0 


67.1 


20.8±1.3 


74.2 



Pharmaeological an d Other Applications 

As will be discernible to those skilled in the art, the non-steroid modulator 
compounds of the present invention can be readily utilized in pharmacological applications 



wo 96/19458 PCT/US95n6096 

333 

where PR. AR. ER. GR and/or MR antagonist or agonist activity is desired, and where it is 
desired to minimize cross reactivities with other steroid receptor related IRs. Jn vivo 
applications of the invention include administration of the disclosed compounds to 
mammalian subjects, and in particular to humans. 
5 The following Example provides illustrative pharmaceutical composition 

formulations: 

EXAMPLE 362 
Hard gelatin capsules are prepared using the following ingredients: 

^0 QuanUty 

rmg/cansule^ 

COMPOUND 191 140 
Starch, dried 100 
IS Magnesium stearate jO 

Total 250mg 

The above ingredients are mixed and filled into hard gelatin capsules in 250 mg 
quantities. 

A tablet is prepared using the ingredients below: . 

20 QuanUty 

(mig/lablet> 

COMPOUND 191 140 

Cellulose, microciystalline 200 

25 Silicon dioxide, fumed 10 

Stearic acid jq 

Total 360 mg 

The components are blended and compressed to form tablets each weighing 665 mg. 

Tablets, each containing 60 mg of active ingredient, are made as follows: 
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Quantity 

COMPOUND 191 60 

5 Starch 45 

Cellulose* microcrystalline 35 
Polyvinylpyrrolidone (PVP) 

(as 10% solution in water) 4 
Sodium carfooxymethyl starch (SCMS) 4.5 
10 Magnesium stearate 0 5 

Total 150 mg 

The active ingredient, starch, and cellulose are passed through a No. 45 mesh U.S. 
15 sieve and mixed thoroughly. The solution of PVP is mixed with the resultant powders, 
which are then passed through a No. 14 mesh U.S. sieve. The granules so produced are 
dried at 50® C and passed through a No. 18 mesh U.S. sieve. The SCMS, magnesium 
stearate, and talc, previously passed through a No. 60 mesh U.S. sieve, and then added to the 
granules which, after mixing, are compressed on a tablet machine to yield tablets each 
20 weighing 150 mg. 

Suppositories, each containing 225 mg of active ingredient, may be made as follows: 
COMPOUND 191 225 mg 

Saturated fatty acid glycerides 2.000 mp 

Total 2,225 mg 

25 The active ingredient is passed through a No. 60 mesh U.S. sieve and suspended in 

the saturated fatty acid glycerides previously melted using the minimum heat necessary. 
The mixture is then poured into a suppository mold of normal 2g capacity and allowed to 
cool. 

An intravenous formulation may be prepared as follows: 

30 COMPOUND 191 100 mg 

Isotonic saline 1 ,000 mL 

Glycerol 100 mL 

The compound is dissolved in the glycerol and then the solution is slowly diluted 
35 with isotonic saline. The solution of the above ingredients is then administered 
intravenously at a rate of 1 mL per minute to a patient. 
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While in accordance with the patent sututes, description of the prefened 
embodiments and processing conditions have been provided, the scope of the invention is 
not to be limited thereto or thereby. Various modifications and alterations of the present 
invention will be apparent to those skilled in the art without departing from the scope and 
5 spirit of the present invention. 

Consequently, for an understanding of the scope of the present invention, reference 
is made to the following claims. 
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What b claimed is: 



1 . A compound having the formulae: 
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(IX) 
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5 



10 



15 




(XIV) 



(XV) 



(XVI) 



(XVII) 



(xvni) 
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wherein: 

is a heteroaryl optionaDy substituted with a Ci - C4 alkyi, F, CI, Br, NO2, CO2H, 
C02R^, CHO, CN, CF3, CH2OH or COCH3, where is hydrogen, a C| - C4 alkyl or 
pcrfluoroaikyl, aryl, heteroaryl or optionally substituted allyl aryhnethyl, alkynyl or alkenyi, 
and where said r' heteroaryl is attached to compounds of formulas I and X through a 
carbon or nitrogen atom; 

R^ is hydrogen, a Ci - C4 alkyl or perfluoroalkyl, hydroxymethyl, aiyl, heteroaryl or 
optionally substituted allyl, aryhnethyl, alkynyl or alkenyl; 

R^ through R^ each independently are hydrogen, F, CI, Br, I, NO2, CO2H, C02R^, 

COR^, CN. CF3, CH2OH, a C1-C4 alkyl or perfluoroalkyl, OR^ SR^, S(0)R^ S02R^ 

SO3H, S(NR^ V^, S(OXNR V)R^, NR V, aryl, heteroaryl or optionally substituted 

allyl, aiyhnethyl, alkynyl or alkenyl, whm R^ has the definition given above, R^ is hydrogen, 

a Ci - C4 alkyl or perfluoroalkyl, aryl, heteroaryl, optionally substituted allyl or arylmeth)d, 
8 8 8 

OR or NHR , where R is hydrogen, a Ci - Ce alkyl or perfluoroalkyl, aryl, heteroaryl, 

optionally substituted allyl or aryhnethyl, S02R^ or S(0)R^; 
9 10 

R and R each independently are hydrogen, a Ci - Ce alkyl or perfluoroalkyl, aryl, 
heteroar>d or optionally substituted allyl, aryhnethyl. alkynyl or alkenyl, or R^ and R^^ taken 
together can form a three- to seven-membered ring optionally substituted with hydrogen, F, 
OR^, or NR^^, v/here R^ and R^ have the definitions given above; 

R^ * through R^^ each independently are hydrogen, F, CI, Br, I, NO2, CO2H, C02R^ 
COR^ CN, CF3, CH2OH, a C1-C4 alkyl or perfluoroalkyl, OR^ SR^, S(0)R^, S02R^, 
SO3H, S(NR V)R^ S(OXNrV)R^, NrV. aiyl, heteroaryl or optionally substituted 
allyl, aryhnethyl, alkynyl or alkenyl, where R^, R^ and R* have the definitions given above; 



W096/mS8 PCTAJS9S/16096 

341 

W is O, NH, NR^ CH2, CHOH, C=0, 0C=0, 0=C0, NR^C=0, NHC=0. 
0=CNR^, 0=CNH, SC=0, 0=CS, or CHOCOR^, where R^ has the definition given above. 

except that when W is NH, CH2 or O in the compounds of formula in, then R^ * through 

14 4 3 9 10 

R and R cannot all be hydrogen i^en R , R and R are all CH3, nor can they be a 

5 single F, CI or Br substttuent with the remaining substituents all being hydrogen when R^, R^ 

and R^^ are all CH3, and further except that when W is O or NH in the compounds of 

formula IV. then R^ through R^ and R^ ^ through R^^ cannot all be hydrogm when R"', R^ 

and R^^ are all CH3; 

X is CH2, 0» S or NR^, where R^ has the definition given above; 

1 0 R^^ is hydrogen. OH. OR^ ^, SR^ ^, NR V, optionally substituted aUyl, aryhnethyl. 

alkynyl, alkenyl, aryl. heteroaiyl or Ci - Cio alkyl. where R^^ is a Ci - Cjo alkyI or 

perfluoroalkyl, or is an optionally substituted allyl, ai^ethyl. aryl or heteroaiyl, and where 
2 7 

R andR have the definitions given above; 
IS 19 

R and R each independently are hydrogen, a Cj - €5 alkyl or perfluoroaJkyl. aiyl, 
1 5 heteroaryl or optionally substituted allyl, arylmethyl, alkynyl or alkenyl, or R^* and R^^ 

taken together can form a three- to seven-membered ring optionally substituted with 

2 7 S 2 7 8 

hydrogen, F. OR .orNR R . whereR ,R and R have the definitions given above; 

20 

R is a Ci - C6 alkyi or an optionally substituted allyl, aryhnethyl. alkenyl. aryl or 
heteroar^; 

21 

20 R is hydrogen, a C] - C4 alkyl or optionally substituted allyl. arylmethyl, aryl or 

heteroai^; 

R^ is hydrogen, a Ci • C4 alkyl, F, CI, Br. I, OR^. NrV or SR^. where R^ and R^ 
have the definitions given above; 
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r isan 



is hydrogen, CI, Br, OR*. NrV, a Ci - C4 alkyi or perhaloalkyl, or i 

optionally substituted allyl, aiyknethyl, alkynyl, alken>d, aryl or heteroaiyl, wh^e R^ R^ and 
g 

R have the definitions given above; 

R^^ is hydrogen, F, Br, CI, a Ci - C4 alkyi or perhaloalkyl, aiyl, hcteroaryl, CF3, 
5 CF20R^^ CH20R^^ or OR^^ where R^^ is a Ci ^ C4 alkyi, except that R^"^ cannot be 
CH3 when Z is O, R^^ R^, R^^ and R^^ are aU hydrogen and R^, R^^ and R^* aU are CH3; 

R^^ is hydrogen, a Ci - C4 alkyi, F, CI, Br, I, OR^ NR V or SR^ where R^ and R^ 

have the definitions given above; 
27 28 

R and R each independently are i^drogen, a Cj - C4 alkyi or perfluoroalkyl, 
1 0 hetcroaryl, optionally substituted allyl, aiylmcthyl, alkynyl or alkei^, or an aryl optionally 
substituted with hydrogen, F, CI, Br. OR^ or MR V. or R^^ and R^* taken together can 
form a three- to seven-membered ring optionally substituted with hydrogen, F. CI, Br, OR^ 

or NR^^, where R^ and R^ have the definitions given above; 

29 . 

R is hydrogen, a C] - C6 alkyi or an optionally substituted all>1, ao^methyl, aiyl or 
15 heteroaryl; 

R^° and R^^ each independently are hydrogen, a Ci - C6 alkyl or an optionally 

substituted allyl, aryhnethyl, aiyl or heteroaryl. or R^^ and R^^ taken together can form a 

three- to seven-membered ring optionally substituted with hydrogen, F, CI. OR^ or NR^R^, 
2 7 

where R andR have the definitions given above; 
32 33 

20 R and R each independently are hydrogen, a Ci - C4 alkyl or an aiyl optionally 

substituted with hydrogen, F. CI, Br, OR^ or NR V, or R^^ and R^^ taken together can 
form a three- to seven-membered ring optionally substituted with hydrogen, F, CI, Br, OR^ 
or NR^', where R^ and R^ have the definitions given above; 
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ntsOor 1; 
YisOorS; 

Z is O, S. NH, NR^ or NCOR^ where has the same definition given above; 

the wavy line in the compounds of formulas Vn, Xn, XDI and XVI rq)resent an 
olefin bond in dther the cis or irmts configuration; and 

the dotted lines in the structures depict optional double bonds, except that when there 
is a C3 - C4 double bond in the nitrogen bearing ring of compounds of formula II, then R^ ^ 
through R^^ cannot all be hydrogen and R"^, R^ and R^^ cannot all be methyl, and fiirthcr 

except when R^ is an aryl, R^, R^^ and R^^ are all hydrogen, R^ is CH3 and 2 is NR^, 
2 

thenR cannot be a Ci - C4 alk)^. 

2. A compound according to claim 1, wherein the compounds of formulae I 
through XVin comprise steroid receptor modulator compounds. 

3 . A compound according to claim 2, wherein the compounds of fonnulae 1, II, 
in, IV, X and XI comprise PR antagonists. 

4. A compound according to claim 2, wherein the compounds of formulae V and 
VI comprise PR modulators. 

5. A compound according to claim 2, wherein the compounds of formulae Vn, 
Vm, xn, Xni, XIV, XV and XVI comprise PR agonists. 

6. A compound according to claim 2, wherein the compounds of formulae DC, 
XVn and XVm comprise AR modulators. 

7. A compound according to claim 6, wherein the compounds of formulae IX 
and XVn comprise AR antagonists. 
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8. A PR antagonist compound according to claim 3 selected from the group 
consisting of l,2,3,4-Tetrafaydro-2,2,4-trimethyl-6-phenylqiiinoIine (Compound 100); 1,2- 
Dihydro-2,2,4-trimethyl-6-(l,2,3-thiadiazol-5-yl)quinoiine (Compound 101); 1,2-Dihydro- 
2,2,4-trimethyl-6-(K3-oxazol-5-yl)quinoline (Compound 102); 6-(4,5-DichIoroimidazoI-l- 
yl)-K2-dihydro-2,2,4-trimethylquinoline (Compound 103); 6-(4-Bromo-l-methylpyrazol-3- 
yl>-1.2-dihydro*2,2,4*trimethylquinoline (Compound 104); l,2-Dihydro-2,2,4-trimethyl-6-(3- 
pyridyl)quinoline (Compound 105); 6-(4-Fhiorophenyl>-l,2,-dihydro-2,2,4- 
trimethylquinoline (Conq>ound 106); l,2-Dthydro-6-(3-trifluoromethylphenyl>-2,2,4- 
trimethylquinoline (Compound 107); l,2-Dihydro-2,2,4-trimethyl-6-(4. 
nitrophenyOquinoline (Compound 108); 6-(2,3-Dichlorophenyl>-U2-dihydro-2,2,4- 
trimethylquinoline (Compound 109); l,2-Dihydro-6-(2-liydroxycarbonyl-4-nitrophenyl)- 
2,2,4-trimethyiquinoline (Compound 110); 6-(3,4-Dichlorophenyl)-l,2-dihydro-2,2,4- 
trimethylquinoline (Confound 111); 4-Ethyl-l,2-dihydro-2,2-dimethyl-6-phenyIquinoline 
(Compound 112); l,2-Dihydro*2,2-dimethyl-6-phenyl-4-propylquinoline (Compound 113); 
6-(2-Chlorophenyl)-l,2-dihydro-2,2,4.trimethylquinoline (Compound 114); 1,2-Dihydro- 
2,2,4-trimethylindeno[l,2*^]quinoline (Compound 115); l,2-Dihydro-2,2,4- 
trimethylindeno[2J-:/]quinoiine (Compound 116); 8-Bromo-l,2-dihydro-2.2,4- 
trimeUiylindeno[U2-^]quinoline (Confound 117); l,2-Diliydro-2,2.4- 
tnnieth34benzo[b]iurano[3,2^]quinoline (Compound 118); l,2-I>ihydro-2,2,4- 
trimetfaylbenzo[b]furano[2,3-:/]quinoline (Compound 119); 6.Fluoro-l,2-dihydro-2,2,4. 
trimetl^ndeno[2,l^qutnoline (Compound 120); 9-Fluoro-l,2-dihydro-2,2,4- 
tnnietlQdindeno[l,2-^]quinoline (Con^und 121); l,2-DilQrdro-9-hydroxylmethy]-2,2,4- 
trimetfa3dindeno[l,2-^]quinoline (Compoimd 122); 8*Chloro-l,2-dihydro-2,2,4- 
tnmethylindeno[l,2-^]quinoiine (Compound 123); 8-Fluoro-l,2-difaydro-2«2»4- 
tnmethylindeno[l,2<^]quinoline (Compound 124); 8-AcetyM,2-dihydro-2,2,4- 
tnmethylindeno[l,2-^]quinoline (Compound 125); 6-Fhioro-l,2-dihydro-2,2,4- 
triinethylindeno[l,2-g]quinoline (Compoimd 126); 7-Bromo-l,2-dihydro-2,2,4- 
trimethylindeno[2,l-y]quinoline (Compound 127); l,2-Dihydro-2,2,4-trimethyl-7- 
nitroindeno[2,l-/]quinoline (Compound 128); l,2-Dihydro-2,2,4-trimethyl-8- 
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n2troindeno[l,2-^]qutnoIine (Compound 129); 6,9-I>i£luoro-l,2-dihydro-2,2.4- 
timetlq4iiideno[l,2-^]qu]noline (Compound 130); 7-Fluoro-l,2-dihydro-2,2,4-trimethyl-l 1- 
(tluometh)i)indeno[2,l-/]quinoline (Compound 131); 5,8-Difluoro-l,2-dihydro-10-hydroxy- 
2,2,4-trimctliyBndcno[l,2-^]quinoline (Compound 132); 7,9-Difluoro-l,2-dihydro-10. 
hydroxy-2,2,4-trinieth^deno[U2-^]quinoline(C^ 133); 7,10-Difluoro-l,2-dihydro- 

2,2,4-trimethyl-5K>xomdeno[3,2-/)quinoiine (Compound 134); 7,9-Difluoro-l,2-dihydn>- 
2,2,4-trimethyl-l(>-oxoindeno[l,2-^]quinolme (Compound 135); 8-Fhioro*l,2-dihydro-10- 
hydroxy-2,2,4-trimethyiindeno[l,2-^]quinoline (Compound 136); 8-Fluoro-l,2-dihydro* 
2,2,4.trimethyl-10-oxomdeno[l,2-^lquinoline (Compound 137); 7-Fluoro-l,2-daiydro-2,2,4- 
trimcthyl-8-nitromdeno[l,2-^]quinoline (Compound 138); 5-Chloro.l,2-dihydro-10- 
hydroxy-2,2,4.trimeth>dindeno[1.2-^]quinoline (Compound 139); 6-Huoro-l,2-dihydro. 
2,2,4-trimethyl-10-oxoindeno[l,2-^]qumolme (Compound 140); 6-Fluoro-1.2-dihydro-10- 
hydroxy-2,2»4-tiimethylindeno[l,2.^]quinoline (Compound 141); 5.8.Difluoro-l,2-dihydro- 
2.2,4-trimethyl-10-(trifluoroacetoxy)indeno[l,2-^]quinoline (Compound 142); 6-(3,5- 
IMfluorophenyl)-l,23,4-tetrahydro-2,2,4-trimethylquinoline (Compound 143); l,2.Dihydro- 
2,2,4-tfimetfaylindolo[3,2-^]quinoline(Conq>ound 144); 5-EthyI-K2-dihydro-2,2,4- 
trjnethyiindolo[2,3-y)quinoline (Compound 145); 6K3-ChlorophenyI).l,2-dihydro^2,2,4- 
trimethylquinolinc (Con^und 146); 6^3,5.DifluorophenyI).l,2-dihydro-2,2,4- 
trlmethylquinoline (Compound 147); 6-(3-FIuorof^en3i)-l,2-dihydro-2«2,4- 
tnmcthylquinoline (Compound 148); l,2-Dihydro.2,2,4-trimcthyI-6K4.pyridyI)quinoli^ 
(Compound 149); 6K3<:yanophenyl)-U2..dilqfdro-2,2,4-trm^^ (Compound 
150); 6-(3,5.Dichlorophenyl).l,2Hlihydro-2,2AtrimetMqu^ (Compound 151); 6-(2,3. 
Difluorophenyl>l,2-^%dro-2,2,4-tiimcthylquinolm^ 152); l,2.Dihydro-2,2,4. 

trimeth5d-6-(pentafluorophen3d)qujnoline (Compound 153); l,2-I>ihydro-2,2,4.trimeth3i*6* 
MtrifluoroacelyOphaiylJquinoline (Compound 154); l,2.Dihydro.2,2,4-trimethyl-6Kl,3- 
pyrimjd-5-yl)quinolme (Compound 155); 6K3^yanophenyl)-K2,3,4-tetrahydro-2,2,4. 
tnmethylquinoline (Compound 156); 5,8-Difluoro-l,2-dihydro-2,2,4.trimethyKndeno[l,2- 
^Jquinoline (Compound 157); 7,10-Dmuoro-1.2-dihydro-2,2,4-trimethyUndcno[2,l- 
yjquinoline (Compound 158); 8-Cyano-l,2.dihydro-2.2,4-trimethylindcno[3,2-e]quinolu^^ 
(Compound 270); 6-(3-Cyano-5-fluorophenyl)-l,2^ihydro-2,2,4.trimethyiquinoUne 
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(Compound 271); 6-(3-Cyano-4-fluorophenyl)-l,2-dihydro-2,2«4-triniethylqum 
(Compound 272); 6-(3<:yano-6-fluoit>phen^)-l,2-dihydra-2,2,4-trimetfa^quin^ 
(Compound 273); 6-[S-fluoro-3-(trifluoromethyl)phenyt]-l,2-difaydro-2,2,4- 
trimethylquinoline (Compound 274); 6-(3-chloro-2-metfaylphen^)-l,2-diI^dro-2,2,4- 
tiinr^ethyiquinoline (Compound 275); l,2-Dihydro-2,2,4-trimetbyi-6-(3-nitrophenyl)qu^ 
(Compound 276); 6-(3-Acetylphenyl)-l,2-dihydro-2,2Atrinietl^quinoto^ (Compound 
277); 6-(3-c^ano-2-nietlQ4phenyl>l,2-dihydi^2,2,4-tnmet^ (Compound 278); 

l,2-Dihydro*2,2,4-trimethyl-6-(3-meth^henyl)quinoU^^ 279); 6-(5-FIuoro-3. 

riitrophenyl>],2-dihydro-2,2,4*uimethylquinolme (Compound 280); l,2-Dtfaydro-6-(3- 
m£thoxyphenyl)-2,2,4-trimethylquinoline (Compound 281); 6-(5.Cyano-3-pyridyl)-l,2- 
dihydro-2,2,4-mmethylquinoline (Compound 282); l,2-I>ihydro-2,2,4-trimethyl-6-(2-mcthyl- 
3-njtrophenyl)qumoline (Compound 283); 6-(2-Anuno-3,5-difluorophen>i)-l,2-djhydro- 
2,2,4-trimethylq\unoIine (Compound 284); 6-(3-Bromo-2-chioro-5-fluorophenyl)-l,2- 
di}iydro-2,2,4-trimethyiquinoiine (Compound 285); 6-(3-Cyano-5-fluorophenyI)-l,2-dihydro- 
2.2,4-trimethyl-3-quinoIone (Compound 286); 6-(3-Fluoro-2-methylphenyl)-l,2-dihydro- 
2,2,4-trimethylquinoline (Compound 287); l,2-Dihydro-2,2,4-trimethyl-6-(3- 
methylthiophenyOquinoline (Compound 288); 6^5-Chloro-2-thienyl)-U2Kiihydro-2,2,4- 
t.imethylquinoline (Compound 289); l,2-I>ihydFO-2^,4-trimethyl-6-(3-methyi-2- 
tnienyl)quinolme (Compound 290); 8-Fluoro-U2-difaydro-2,2,4*trimethyl-6-(3- 
ritrophenyl)quinoline (Compound 291); l,2*Dihydro-6-(3-nitrophenyl)-2,2A8- 
tetramethylquinoline (Compound 292); 6-(5-Bromo-3*pyridyl)-l,2-dthydro-2,2«4- 
t imeth)^qutnoline (Compound 293); 6-(3-Bromo-2-pyridyl)-U2-dihydro-2,2,4- 
i-imethylquinoline (Compound 294); 6-(3-Bromo-2-thieny])-l,2-dihydro-2,2,4- 
tnmethylquinoline (Compound 295); l,2-Dihydro-6-(2,3,5.6-tetnifluoro-4-pyridyI)-2,2,4- 
t.imethylquinoline (Compound 296); 5,8-Difluoro-l,2-dihydro-6-(3-nitrophenyI).2,2,4. 
tdmethylquinoline (Compound 297); 2,4-Dicthyl-8-fluoro-1.2-dihydro-2.methyl-6-(3- 
rurophenyl)quinoline (Compound 298); 6-(3-Bromophenyl>l,2-d2hydro-2,2,4- 
tnmethylquinoline (Compound 299); l,2-Dihydro-2,2,4-trimethyl-6-(5-nitro-2- 
thienyOquinoline (Compound 300); l,2-I>ihydro-6-(2,4,5-trifluorophenyl)-2.2,4. 
tnmeihylquinoline (Con^und 301); 6-(3-Bromo-5-fluorophenyl>l,2^%dro-2,2.4- 
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trimethylquinoline (Compound 302); 6-(5-Carboxaldehyde-3-thienylVl,2-dihydro*2,2,4- 
trimethylquinoline (Compound 303); l,2-Difaydro-2,2,4,7-tetrametliyI-6-(3- 
nitropheny])quinoline (Compound 304); 6-(5-F]uoro-2-methoxy*3-nitrophenyl)-l,2-dihydro- 
2,2,4-trimethylquinolme (Compoimd 305); 6-(3-Ch]oro-2-methoxyphenyl)-l,2-dihydro- 
2,2,4-trimethylqumoKne (Compound 306); l«2-Dihydro-2,2,4-tnmethyl-6-(2,3,4- 
trifluorophenyl)quinoline (Compound 307); 6-(3-Bromo-2-methy]phenyl>'l,2-dihydro-2,2,4- 
trimethylquinoline (Compound 308); 7^hloro-l,2-dihydro-2,2.4-trimethyl-6^3. 
nitrophenyOquinoline (Compound 309); 5>Chloro-l,2-dihydro-2,2,4-trimethyl-6-(3- 
nitrophenyl)quinoline (Compound 310); 8-Chloro-l,2-dihydro-2,2,4-trimethy]-6-(3- 
nitrophenyI)quinoline (Compound 3 1 1 ); 8-Ethy!-l,2-dihydro-2,2,4-trimethyl-6.(3- 
nitrophenyl)quinoline (Compound 312); 9-Chloro-U2-dihydro-2,2-dimethyU5- 
coumarino[3,4-/lquinoline (Compound 313), l,2-Dihydro-9-methoxy-2,2,4-trimethyl-5- 
coumarino[3,4-y]quinoline (Compound 314); 9-Fluoro-l,2-dihydro-2,2,4,l l-tetramethyl-5- 
coumarino[3,4-y]quinoIine (Compound 315); l,2-Dihydro-2,2,4,9-tetramethyl-5- 
coumarino[3,4:/]quinoline (Compound 316); 7-Chloro-1.2-dihydro-2,2,4-trunethyl-5- 
coumarino[3,4.y)quinoline (Compound 317); (/WS)-9-Chloro-l,2^hydro.5-mcthoxy.2,2.4- 
trim«hyl-5//-chromeno[3,43/]quinoiine (Compound 319); (/MS)-9.Fluoro-l,2-dihydro-2,2,4. 
trimethyl-5//-chromeno[3,4^quinoUne (Compound 328); 6-(5-Cyano-2-thienyl)-l,2- 
dihydro-2,2,4-trimethylquinoline (Compound 451); 6^5.Cyano-3.thienyl)-l,2-dihydro.2,2,4- 
trimethylquinoline (Compound 452); 6-(3.Formylpheityl)-l ,2-dihydro-2,2,4. 
trimethylquinoline (Compound 453); l,2-I>ihydro-2,2,4-trimethyl-6-[3- 
(methylsulfonyl)phenyl]quinohne (Compound 454); (/2/5)-6.(3-Cyano-5-fluor6phenyl)- 
K2,3,4-Tetrahydro-2,2.4-trimethylquinoline (Compound 455); and (/2/S)-9-ChIoro-l,2- 
dihydro-2,2,4-trimethyl-5-phenyi-5//*chromeno[3,4^quinoline (Compound 456). 

9. A PR modulator compound according to claim 4 selected fix)m the group 
consisting of (/V5)-5.Butyl-l,2-dihydro-2,2,4-trimethyl.5//-chromeno[3,4-y}quinoline 
(Compound 160); (/?/5)-U2.Dihydro.2.2Atrimethyl-5-phenyl-5//-chromeno[3,4-jOqui 
(Compound 161); (/ViS)-l,2,3,4-Tctrahydro-2,2«dimethyl-4.methylidene-5-phenyl.5^- 
chromeno[3,4.yiquinoUne (Compound 162); (/^5).5-(4-Chlorophenyl)-K2.dihydro-2,2,4- 
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t^^methyl-5/^ch^omeno[3,4.y]quinoline (Compound 163); (/V5)-5-<4-Chlorophenyl)-l,2,3,4. 
tetrahydro-2,2-dnnethyl-4-methyIidene-5/^chromeno[3,^ (Compound 164); 

(/J«>5.(4.FluorophenyI)-l,2.dihydro-2,2,4.trimeth5d.5^^ 
(Compound 165); (/2/5)-5-(4-Acetylphcnyl).l,2Klihydro-2,2,4-trimethyl-5^-^ 
yjquinotine (Compound 166); (/V5)-l>Dihydro-2.2,4.trimethyl.5-(4-methylpheny!)-5i/- 
chromeno[3,4.y]quinolinc (Compound 167); (/J/5)-l,2-Dihydro-5-(4-methoxyphenyl)-2,2,4. 
tnmethyI-5/^-chromeno[3,4^quinoline (Compound 168); (/?/5)-l,2-Dihydro-2,2,4- 
trimethyl-5.[4KtrifluorDmethyI)phcnyl]-5//H:hromeno[3,4->]quinolm^ (Compound 169); 
(R/Sy 1 ,2-Dihydro-2,2,4-trimethyI-5-(thiophen0.yl)-5//-chromeno[3,4./]quin^^ 
(Compound 1 70); (-)- 1 ,2.Dihydro-2,2,4-trimethyI-5-(4-methyIphenyl).5//-chromeno[3,4- 
yiquinoline (Compound 171); (-)-5.(4-Chlorophenyl>l,2-dihydro-2,2,4-trimethyI.5//- 
cliromeno[3.4-y]quinoline (Compound 172); (/W>-K2-Dihydro-2.2,4-trimethyI-5-(3. 
methylphenyl)-5//.chromeno[3,4:/]quinoIine (Compound 173); {-^H^i^S/y-S^iA^ 
ChlorophenyI).l,2,3,4-tetrahydn>-2,2,4-trimethyU5^-chromeno[3,4 (Compound 
1 74); (-)-(4/,5/)-5-(4-Chlorophcnyl)- 1 ,2,3,4-tetrahydro-2,2,4.trimethyl-5^-chromeno[3 .4- 
yiquinoline (Compound 175); (/2/.S^A5i#)-5-(4-Chlorophenyl).l,2,3,4-tetrahydro-2,2,4. 
trimethyl-5/f-^hromeno[3,4.y]quinoUnc (Compound 176); (il/S)-5-(3-Chlorophenyl)-l,2- 
dihydro-2,2,4-trimethyI-5/^chromeno[3,4:/]quinoline (Compound 177); (/?AS)-5-(3- 
Chlorophenyl)-l,23,4.tctrahydro-2.2-dimethyI-4-methyM^^ 
(Compound 178); (/V5)-5-(4-Bromophenyl)-1.2K!ihydro-2,2,4-trimethyl-57/-ch^^ 
yiquinoline (Compound 179); (/I^^-5K4-Bromophenyl).l,2,3,4-tetrahydro-2,2-dimethyl-4- 
methyUdene-5/^chromeno[3,4-/lquinolinc (Compound 180); (/2/5)-5^3-Bromopheny!)-U 2- 
dihydro-2,2,4-trimethyl-5//>chromeno[3,4^quinoline (Compound 181); (/2/S>5-(3. 
Bromophenyl). 1 ^,3,4-teti^ydro.2,2-dimethyl^methyUdene.5;/^hromeno[3,4-^^ 
(Compound 182); (/2/^5-(3,4-DichlorophenyI)-l, 2-dihydro.2,2,4-trimethyI.5//- 
chromeno[3,4-y]quinoline (Compound 183); (^5)-5^3-Bromo-2.pyridyl)-l,2-dihydro-2,2,4- 
trimethyl-5//-chromeno[3,4-/|quinoIine (Compound 184); (/2/5)-l,2-Dihydro-5-hydroxy- 
2,2,4-trimethyl-5//.chromeno[3,4-^quinoiine (Compoimd 185); (/2/5)-l,2-Dihydro-2,2,4- 
trimethyl.5.methoxy-J//-chromeno[3.4^quinoline (Compound 186); (/?/5)-l,2-Dihydro- 
2,2,4.trimcthyl-5-propoxy.5//-chromeno[3,4-yiquinoiine (Compound 187); (/2/5)-5-Ally|. 
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l,2-^ydro-2,2,4-trimethyl-J//-chromeno[3,4.y]qumol^^^ 188); (/J/S)-K2. 

I>ihydro-2,2,4-trimethy]-5-propyl-5/f-chromeno[^ (Compound 189); (R/Syi,!-^ 

Dihydro-2,2,4*trimethyI-5K2-pyridyI)-5^-K:hromeno[3^ (Compound 190); 

(/i^5)-5-(3-Fhiorophenyl)- 1 ,2-dihydro*2,2,4*trimettiy]-5//-chromeno[3 ,4<:/]quinoline 
(Compound 191); (A^5)-5-(3-Fluorophenyl).l,2,3.4-tetrahydro.2,2-dimethyI-4.m^^ 
5H-chromeno[3,4-:^quinoIme (Compound 192); (/&S)-l,2*IXhydro-2,2,4-trimethy]-5- 
propy)thio-5//-chromeno[3,4^quinoline (Compound 193); (/Z/5)-l,2-Dihydro-5-(3- 
methoxyphenyl)-2,2,4.trimethyl.5i/-chromeno[3,4^quinoline (Compound 194); (/^S) 1,2- 
Dihydro-2,2,4-trimethyi-5-[3-(trifluoromethyl)phenyl]-5/^chromeno[3,4^qui^ 
(Compound 195); (/^:S)-5-(3-Fluoro-4-methyIphenyl)-l,2-dihydro-2,2,4-trimethyI^ 
chromeno[3,4-/)quinoIine (Compoimd 196); (/2/5)-5-(4-Bromo-3-pyridyl)-l,2-dihydro-2,2,4- 
trimethyU5//-chromeno[3,4-:/)quinolme (Compound 197); (/t^5)-l,2-Dihydro-2»2,4- 
trimethyl-5-(3-pyridyl)-5//-chromeno[3,4-/|quinoline (Compound 198); (/?/5)-5K4-Chloro- 
3-fluorophenyl)-l,2-dihydro-2,2,4-trimethyl.5/fK:hromeno[3.4 (Compound 199); 

(i2/<S>l,2-I>ihydro-2,2,4,5-tetrametliyl-5/^diromeno[3,4-/]qum^^ (Compound 200); 
(i2AS).l,2-IMhydro-5-hexyl-2,2,4-tiimethyl-5//-ch^^ (Compound 201); 

l,2-Dihydro-2,2,4-trimeth3d-S//-chromem>[3,4^qutnoline (Compound 202); (/2/5)-l,2- 
Dihydro-5-(3-methylbutyl)-2.2,4-trimethyl-5/fK:hromeno (Compound 203); 

(/VS)-5K4-CWorobut>i).l,2-diltydro-2,2,4-trimethyl-5//. 
(Compound 204); (/2«)-5-Benzyl-l,2-Kiihydro-2,2,4-trimethyl.5/f-^^^ 
(Compound 205); (/i/5>^5-(4-Brom<^ut>d)-l,2HliMro-2.2,4-trimethyl-5//-c^^ 
/Iquinoline (Compound 206); (JZ/iS)-5-Butyl-9-fluoro-l,2-dihydro-2,2,4-trimethyl-5//* 
chromeno[3,4-/JquinoIine (Compound 210); (i2/S).5-Butyl-8.fluoro-l,2.dihydro-2,2,4- 
trimethyl-5//-chromeno[3,4«:/]quinoline (Compound 211); (/V5)-5-(3-Chlorophenyl)-9. 
fluoro-l,2-dihydro-2,2,4-trimethyl-5//-chromeno[3,4-/|quinoline (Compound 212); (/?/S)-5- 
(4-Chloro-3-methylphenyl)-9-fluoro-l,2-dihydro-2.2,4-trimethyl-5//«chromOT 
/Iquinoline (Compound 213); (72/^5.(4.Chlorophenyl)<9.fluoro-l,2-dihydro-2,2,4- 
tnmethyl-5//.chromeno[3,4-:/]quinoline (Compound 214); (/2/.y)-9-Fluoro-l,2-dihydro-5-(4- 
methoxyphenyl)-2,2,4-trimethyl-5//-chromeno[3,4-/]quinoline (Compound 215); (R/SyS- 
Fluoro- 1 ,2-dihydro-5-methoxyl-2,2,4-trimethyl-5/^-chromeno[3,4-/|quinol^ (Compound 
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216);(WS).5K4-ChloropheiiyI)-8-fluorcKl,2HJihydro-2.2,4-trime%1.5^^ 
>]qiiinolme (Compound 217); and (/V5)-9-Cliloro-5-<4-chlorophenyI).l,2.dihydro-2^.4- 
trimetlqrl-5/r-chromeno[3.4/|quinoline (Compound 218); 9-Chloro-l,2-dihydro-2.2,4- 
trimethyI-S/f-chronieno[3.4-/]quino]ine (Compound 320); (/i/S)-9-Fluoro-l,2.dihydro.5- 
metlloxy-2.2,4•t^metbyl-5/^chromeno[3.4:/)quiIK>line (Compound 3.22); (i{/S)-9.Fhioro- 
1.2-dihydro-2,2.4.trimetliyl.5-thiopropoxy-5i?.chromeno[3>J]quiTO (Compound 323); 
{/?/5)-9-Fluoro- 1 .2-dihydro-2,2.4-trimethyI.5.propoxy.5/^KAromenot3.4-/lquinoIine 
(Compound 324); (/?/5)-1.2-Dihydro-9-methoxy-2,2.4-trimethyl-5^-chromeno[3.4. 
yiquinoline (Compound 329); (/t<S)-l,2-Dihydro-2,2.4.9-tetramethyl-5//-chromcno[3,4- 
/Jquinoline (Compound 330); (if5)-7-Chloro-1.2-dihydro-2,2.4-trimethyI-5iy-chromeno[3,4- 
/}quinoIine (Compound 331); (/i/5)-5-(4-Bromo-3-pyridyl)-l,2.3,4-tetrahydro-2.2^im«hyI- 

4- methylidene-5//-chromeno[3.4-/lquinoline (Compound 347); (/i/5)-5-(3,5. 
imiorophenyl)-1.2-dihydro-2,2.4-trimcthyl-5/^s:hromeno[3.4->lquinoUne (Compound 348); 
(A'5)-5-(3-BronK>-5.fluorophenyl)-1.2,3.4-tetrahydro-2.2-dimethyl-4-methylidene-5//- 
chromeno[3,4->]quinoline (Conq>ound 352); (2)-1.2..Dihydro-5-(2.4,6- 

triniethylbeozyBdenc)-2.2,4-trimetliyl-5//^omeno[3.4-^^^ (Compound 364); (ZyS- 
Benzylidene-9-fluoro.l.2.^liliydro-2,2.4Jl-tetram«lQ^ 

(Compound 377); (W^5-(4-CUorophenyl)-U,3.4.tetrahydro-2.2-dimethyl-5/^ 
chromeno[3.4-/H-quinoUnone (Compound 378); (/i/5)-5-(4-Chlorophenyl).l. 2.3.4- 
tetrahydro-2,2.3.3.tctramethyi-5/^chromeno[3,4./)^uinolin^^ (Compound 379); (R/S)- 

5- (4-Chlorophenyl)- l,2-dihydro-2,2-dimetliyl.5J¥^omenot3.4.^^ (Compound 
380);(+HA*-^/.5/)-5-(4-Chlorophenyl)-1.2,3.4-t«rahydro.2,2.4-trimetM-5/^- 
chromeno[3,4-/l-3-quinolinone (Compound 381); (-)-(^»-//.J/).5K4-Chlorophenyl)-l,2,3,4- 
tetrahydro-2.2.4-trimetliyl-5/r-chromenoI3.4-y]-3-quinolinone (Compound 382); (/?/5).5.(4. 
Chlorophenyl).1.2.3,4-tetraliydro.2.2-dimetliyl-5^-chromeno[3.4-y].3-quinolm^^ 
(Compound 383); (^5)-3K3-Fluorobenzyl)-5-(3.fluorobenzyUdene)-1.2.3.4-tetrahydro-3- 
Mroxy-2.2,4-tiimethyl-5^?-chromeno[3.4-y]qumoline (Compound 384); (/J/5)-3,5-Dibutyl- 
1.2,3.4-tetraMro-3-hydroxy-2.2.4.trimethyl-5i/-chromenot3.4-y)q^^^ 
385);(/VS>5.Butyl-lA3Atetrahydro-2,2.4-tiimethy|.5//.chromeno[3 

(Compound 386); (/»'5-/A5/)-1.2.3.4-Tetraliydro-2,2,4-trimethyl-5-phenyl-S//- 
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chromeno[3,4->]-3-quinolmone (Compound 387); CWiS-^/,5tf)-l,2,3,4-Tctrahydro-2,2,4- 
trimethyl-5-pheiiyl-5//H:hromeno[3Ay]-3-quinolin^^^ (Compound 388); (R/S^i.6uy 
l,2,3«4-Tetrahydro-2,2,4-trimethyl-6-phenyl-5^^^ 

(Compound 390); (iV5-#/,tf/)-l,2,3,4-Tetrahydro-2.2.4-trimethyl-6.phenyl-5H. 
isochromeno[3,4-y]-3^uinolinone (Compound 391); (i{/iS*iA^ii,5fi)-5-(4-Chlorophenyl). 
1 ,2,3,4.tetrahydro-3-methoxy-2,2,4-trimethyl-5/fK:hromcno[3,4^qu^ (Compound 
397); (/2/5-5/.^i/.5/).5-<4-Chlorophenyl)-1.2,3,4.tetrahydro-3-methoxy-2,2.4.trim«^ 
chromeno[3,4-/lquinoline (Compound 398); (iWS'-i/.'^i/.5/)-5-(4.ChJorophenyl)-l, 2,3,4- 
tetrahydro-3-propyloxy-2,2,4-trimethyl.5//-chromeno[3,4-y]quinoline (Compound 399); 
(/2/5-i/,^i/,5i/).5K4-Chlorophenyl)-1.2.3Atetrahydro-3-propyloxy-2,2,4-trimethy^ 
chromeno[3,4-/]quinoline (Compound 400); and (^5-//.5/)-3-Benzenzylidene-5-<4- 
chiorophenyl)-l,2,3,4-tetrahydro-2,2,4.triniethyl-5//<ihrom^^^ 
401). 

10. A PR agonist compound according to claim 5 selected from the group 
consisting of (2)-5-ButyUdcne.l,2.dihydro-2,2,4.trimethyl-5^-chromeno[3,4-yiquinoline 
(Compound 219); (2).5.Benzylidene-l,2^ihydro-2,2.4-trimethyl.5//^.chromeno[3,^ 
yiquinoline (Compound 220); (Z)-5-(4-nuorobenzydidene)-l,2-dihydro-2,2,4.trimethyl-5^. 
chromcnot3,4->]quinoline (Compound 221); (Z)-5-(4-BTomoben2yUdene)-l,2.dihydro-2,2,4- 
trimethyl-J/f-chromeno[3.4./]quinoline (Compound 222); (2>5.(3.Bromobenzylidene)-l,2. 
dihydro-2,2,4-trimethyl-5/f-chromeno[3,4-:/]quinoline (Compound 223); (Z)'5^3' 
Chloroben2ylidene).l,2-dihydro-2,2,4.trimeihy|.5i^^ (Compound 
224); (Z).5-(3-inuorobcnzylidene)-l ,2-dihydro-2,2,4.trimetltyl-5//-chro^ 
(Compound 225); (Z)-5-(2^hlorobenzyUdene).1.2-dihydro-2,2,4-trimethyl-5/^ 
chromeno[3,4-/]quinoline (Compound 226); (Z)-5-(2-Bromobenzylidene)-l,2-dihydro-2,2,4- 
trimethyl-5/f-chromeno[3,4-y]quinoline (Compound 227); (Z)-5^2-Fluoroben2ylidene)-l,2. 
dihydro-2,2,4-trimethyl-5/f.chromeno[3,4^quinoline (Compound 228); (2)-5-(2,3- 
Difluoroben2yUdene).l,2<Uhydro-2,2>trimethyl-5/f-chromeno[3,4.^ (Compound 
229), (Z)-5-(2.5-DifluorobenzyUdene)« 1 ,2^ihydro-2,2,4.trimethyI-5^K:hromeno[3,4. 
yjquinoline (Compound 230); (Z)-9-Fluoro-5-(3-fluorobenzylidene)-l,2-dihydro-2,2,4- 
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trimethyl-5//-chrotneno[3,4-3/]quinoline (Compound 231); (Z)-9-Fhioro-5-(3- 
methoxybenzyUdene)-! .2-^liydro-2,2.4.trimcth3d-^^ (Compound 
232);(Z).8.Fluoro.5^3-fluororben^lidcne)-l,2^ihydro-2,2Atrimet^^^ 
yiquinoline (Compound 233); {RIS-Ai, 5w)-5-(4.Chlorophenyl>l,2,3,4.tetrahydro-2.2,4- 
trimethyI-5/^chromeno[3,4:/10-quinolinone (Compound 234); (R/S-Al, 5F)-S^4^ 
Chlorophenyl)-l,2,3,4.trtrahydro-2,2>trimethyl-5/f-chro 
(Compound 235); and (/2/5).5K4-ChIorophenyl)-1.2,3,4.tetrahydro-2,2A4-tet^ 
chromeno[3,4^.3-quinolmone (Compound 236); 5^3-FIuorobcnzyl)-l,2-dihydro.2,2,4- 
trimethyl-5/^^hromeno[3,4-:/]quinolme (Compound 318); (/^S>9-ChIoro.l,2-dihydro.2,2,4- 
trimethyl-5-propyloxy-5/^^hromeno[3,4-/|quinoline (Compound 321); (il/5)-5-Butyl-9. 
chloro.l,2-dihydro-2,2.4.trimethyl-5/^.chromeno[3,4-/|quino!ine (Compound 325); (R/S)-5' 
Butyl-l,2-dihydro-9-methoxy.2,2>trimethyI-5/f-chromeno[3,4.yi (Compound 
326); (/t«)-9-Fluoro-l ,2-dihydro-2,2,4,5.tetramethyl-5/f-chromeno[3,4-^ 
(Compound 327); (^S)-9-Chloro.l,2.dihydro-2,2,4.5-tetramethy|.5//-chromeno[3,4- 
yjquinoline (Compound 332); (/2/5)-5^4.Bromophenyl>9-chloro-l,2-dihydro.2,2,4. 
tTimethy!-^^-chromeno[3,4:/]quinoiine (Compound 333); (/^S>9.Chloro-5K3- 
chlorophenyl).l,2Hiihydro-2A4-trimedQd-5/^^^ (Compound 334); 

(/tS>-9-Chloro-l ,2^ihydro-2,2>trimethy|.5K3-mcih^ 

/Iquinoline (Compound 335); (/t<S>-9-Chloro.5-(4.cWoro-3-metliy!phenyl)-l,2-dihydro^ 
2,2,4-triniethyl-5^.cliromeno[3Ayiqumoline (Compound 336); (^^«)-9-Chloro-l,2-dihydro. 
5.[3Ktrifluoromethyl)ph«yI]-2A4-tiimcthyl-5/^-ch^^ (Compound 
337);(/J/S)-9-Chlon>-5K3,5-dichlorophcn3d)-l,2-dihy^^ 

yiquinoline (Compound 338); (/^S)-9-Chloro-l,2-dihyd^o-5-(4-methoxyphenyl)-2,2,4- 

trimethyl-5//^hromeno[3.4t/]quinoBne (Ck>mpound 339); (i^S>-9-Chlo^o•5-(3-fluo^o^. 

methoxyphenyl)-U2.dihydro-2,2Atrimeth>1.5/f^hromeno[3,4-y]qm^^ 

340); (/^;S)-9-Chloro-5-(4-fluorophenyl)- 1 ,2^ydro.2.2,4-trimethyl.5//-chromeno[3,4. 

y]quinoline(Compound 341); (/^iy)-9-Chloro.5-(3-chloro-4.methoxy.5-methylphenyl).l,2- 

dihydro-2,2,4-tiiroethyl-5//-chromcno[3.4-y]qumoline (Compound 342); (/i/5).9-Chloro-5- 

(4-fluoro-3-mcthyiphenyl)-l,2-dihydro-2,2,4.trimethyl-5^^ 

(Compound 343); (/^S)-9<:hloro-5K3-fluo^ophenyl)-1.2-diM^o.2,2.4.trimrt^^^ 
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chroineno[3,4«^quinoline (Compound 344); (/?/5)-l,2-Dihydro-2,2,4-trimethyl-5-[(3.4- 
methyIenedioxy)phen>^]-5/^chromaio[3,4]</quinoline (Compound 345); (/2/iS)-5-(4-Chloro- 
3-methylphenyI)-l,2-dil^dro-2^,4-trimethyl-S/f-chromeno[3,4]-/quinoline (Compound 
346);(/V5)-5-(3,5-IMclilorophenyl)-l,2-dihydro-2,2,4-trimethyl-5//^h^^ 
yjquinoline (Compound 349); (/V5)-5-(3-Bromo-5-methylphenyl)-l,2-dihydro-2,2,4- 
trunetbyl-5H-chronieno[3,4^quinoline (Compound 350); (/^.S)-5-(3-Bromo-5- 
fluorophenyl)*l,2-dihydro-2,2,4-tnmethyl-5//-chromeno[3,4-y]qumo]m^ (Compound 351); 
(A/;S)-5*[4*Fluoro-3-(tri£luoromethyl)phenyl]- 1 ,2-dihydFo-2,2,4-trimethyl-5//>chromeno[3,4- 
yiquinoline (Compound 353); (/2/5)-9-Fluoro-l,2-dihydro-2,2,4.trimcthyl-5-(3. 
methyiphenyl)-5//*chromeno[3,4':/]quinoIine (Compound 354); (/?/.S>-l,2-Dihydro-9- 
methoxy-2,2.4-tiimethyl-5-(3-methylphenyI)-5//-^hromeno[3,4":/]quin^^ (Compound 
355); (il/5)-9-Fluoro-5-(3.fhioro-4-methoxyphenyl)-l ,2-dihydro-2,2,4.trimrt 
chromeno[3,4^quihoiine (Compound 356); (/l<S)-9-Fluoro-l,2-dihydro-2,2,4-trimethyl-5- 
[3-(trifluoromethyl)phenyl]-5//-chromeno[3.4-/|quino!ine (Compound 357); (/?/5)-9-Fluoro- 
5-(4-fluoro-3-methylphenyl)- 1 ,2-dihydro-2,2,4-trimethyl-5//-^hromeno[3,4-^ 
(Compound 358); (Z>5-(2,4-Difluorobenzylidene)-l,2-dihydro-2,2,4-trimethyl-5//- 
chromeno[3,4-yiquinoIine (Compound 359); (Z)-5-(3,4.Difluorobenzylidene).l,2-dihydro- 
2,2,4-tiimethyl-5//-chromeno[3,4^uinolme (Compound 360); (Z)-5-(3-Pluorobenz)didene)* 
l,23,4*tetrahydro-2,2,4-trimethyl-5//-chromeno[3,4^quinoline (Compound 361); (Z).5- 
(2,6-Difluorobenzyiidene)- 1 ,2-dihydro-2,2,4*trimethy]-5//*chr^ 
(Compound 362); (2>l,2,-I>ihydro-5-(2-methylbenz^dene)-2,2.4-trimethyl-5//- 
chromeno[3,4^quinoline (Compound 363); (Z)-9-Chioro-5-(2,5-difluorobenzylidene)-U2- 
dihydro-2,2,4-trimeth)4-5//-^omeno[3 A/)quinoline (Compound 365); (Z)-5-Benzylidene- 
9-chloro-l,2-difaydro-2,2,4-trimetl^l-5/f-chromen^^ (Con4>ound 366); (Z>-9- 

Chloro- 1 ,2-dihydro-2,2,4-trimethyi-5-(2-methylbenzyHdene)-5//-K:hromeno[3,4-y]quin^^^ 
(Compound 367); (Z)-5-Benzylidene-9-chloro-l,2-dihydro-2,2-dimethyl-5//-chromeno[3,4- 
yjquinoline (Compound 368); (Z)-9-Chloro-5-(2-£luorobenzylidene)-l,2.dihydro-2,2,4- 
trimethyl-5/^-chromeno[3,4t/]quinoline (Compound 369); (Z)-9-Chloro-5-(3- 
fluorobenzyiidene)- 1 ,2-dihydro-2,2,4-trimethyl-5//-chromeno[3,4-/]quinoline (Compound 
370);(£/2)-5-Benzyhdene-9-fluoro-l,2-dihydro-2,2,4-trimethyl-5/^-chromen^ 
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/Jquinoline (Compound 371); (Z>5-Benzylidciie-8-fluoro-l,2-dihydro-2,2,4-trimethyl.5^- 
chromeno[3,4:/]quinoline (Compound 372); (Z)-5-Ben2ylidene-l,2-dihydro-9-metlioxy- 
2,2,4-trini^yl-5//-chromeno[3,4^quinoline (Compound 373); (Z)-9-Fluoro-K2Hlihydro- 
2,2,4-tnmethyl-5-(2-methyibenzylidene)-5^K:hromeno[3,4^qumoIine (Compound 374); 
5 (Z)-8-Fluoro-l,2-^hydit>-2,2«4-trimetfay]-5K2-met}iyib^ 

/Iqumoline (Compoimd 375); (Z)-l,2-D%dro-9-methoxy-2,2,4-tnmethyl-5-(2- 
methy]benzylidene)-5i/-chromeno[3,4-y]quinoline (Compound 376); (Z).(/?/5)-5-(3- 
nuorobenzytidene)-l«2,3,4-tetrahydro-2,2,4.tiimeth>i-5/f<^hromeno[3 
(Compound 389); (Z></2/5)-5.(Ben2yUdenc)-1.2.3,4.tcti^dro-2,2,4-trimethy^ 

1 0 chromeno[3,4-/|-3-quinolinone (Compound 392); (/2/5-^/.5tt).5-(3-Fluorophenyl)-l ,2,3,4- 
tetrahydro-2,2,4-trimethyl-5//-chromeno[3.4./]-3-quinolinone (Compound 393); {R/S-4/,5f)- 
5K3-HuorophenyI)-l,2,3,4-tetrahydro-2,2,4-trimethyl-5/r^hromeno[3.4-^ 
(Compound 394); (/?/.y-//,50-U2,3,4-Tetrahydro-2,2,4-trimethyl-5.{3- 
(trifluoromethy])phenyl]-5^-^omeno[3,4:/]-3-quinoIinone (Compound 395); {RfS-4l5uy 

15 l,2,3,4-Tetrahydro-2,2>trimethyl-5.[3Ktrifluoromethyl)phenyI]«5//-c^^ 

quinolinone (Compound 396); (/?/5^<5i/)-5-(4-ChlorophcnyI>-l,2,3,4.tetrahydro-2,2,4. 
trimethyl-5//-chromeno[3,4-y]-3-quinolinone (Compound 402); {RJS-4I,5!)-S'{A' 
Chlorophenyl)- 1 ,2,3,4-tetrahydro-2.2,4-trimethyl.5//-chromeno[3,4.y]-3-qui^^ 
(Compound 403); and (/VJ>5-Butyl-l,2-dihydro.2,2A9-tctramethyI-5//^h^^ 

20 /Jquinoline (Compound 457). 

11. An AR modulator compound according to daim 6 selected from the group 
consisting of l,2-Dihydro-2,2,4-tnmethyl-6-methoxymethyl-8-pyranono[5,6-g]quinoline 
(Compound 237); l,2-Dihydro-2^,4-trimctltyl-6-trifluoromethy|.8-pyranono[5.6-g]quinoline 

25 (Compound 238); 1 ,2-Dihydro-2,2,4-trimethyH 0-isocoumarino[4,3-^]quinoline (Compound 
239); 1.2-Dihydro-2,2.4-trimethyl-10-isoquinolono[4,3-g]quinoIine(Compound240); 1,2- 
Dihydro-2,2,4,6-tetramethyl-8-pyridono[5,6-^]quinoline (Compound 241); 1,2-Dihydro-lO- 
hydroxy-2,2,4-tiimethyl-lQ^-isochromeno[4.3-^]quinoline (Compound 242); 1, 2-EHhydro- 
2,2,4,6-tetramethyl-8H-pyrano[3,2-^]quinoline (Compound 243); (/2/5)- 1,2,3, 4-Tett^ydro- 

30 2,2,4-trimethyl- 1 0-isoquinolono[4,3-^]quinoline (Compound 244); 1 ,2-Dihydro-2,2,4- 
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trimethyl-10-thioisoqumolono[4,3-^lquinoline (Compound 245); (+)-l,2,3,4.Tetrahydro- 
2,2,4-trimethyl-10-isoquinolono[4,3-^]quinoIiiie (Compound 246); l,2-Dihydro-2,2,4- 
tiimethy]-6-trifluorometliyl-8-pyridono[5,6-^]quinoU^^ (Compound 247); (72/5)- 1,2,3, 4- 
Tetrahydro-2,2,4-trimetbyl-6-trifhioromethyi*8-py^ (Compound 250); 

1 ,2-D%dro-2,2,4-tnmethy]^trifluoromethy]-8-thi^ (Compound 
25 1 ); (/2/5>l,2,3,4-Tetrahydro-2,2,4-trimethyl-6-t]ifluorom^^ 
^Jquinoline (Compound 252); 6-Chloro(difiuoro)methyl-l,2-d]hydro-2*2,4*trimeihyi-8- 
pyranono[5,6-^]quinoline (Compound 253); 9.Acetyl-l,2-dihydro-2,2,4-tnmelliyl-6- 
trifluoromethyl-8-pyridono[5,6-^]quinoIme (Compound 254); 1,2-Dj|tydro-2,2,4,10- 
teu-amethyl-6-trifluoromethyl-8-pyridono[5,6.^]quinoUne (Compound 255); l,2.Dihydro- 
2,2,4.trimethyl-6-( 1 , 1 ,2.2,2-pentafluoroethyI).8-pyranono[5,6-g]quinoIine (Compound 256); 
(/6^5)-6-Chloro(difiuoro)methyl-l,2,3,4-tetrahydro.2,2.4-trimethyI-8-py^ 
glquinoUne (Compound 257); 7.Chloro-l,2-dihydro-2,2,4.trimethyl^.trifluoromethy|.8- 
pyranono(5,6-^)quinoline (Compound 258); (/2/5)-7-Chloro-l,2,3,4-tetrahydro-2,2,4- 
tnmethyl-6-trifluoromethy]-8-pyranono[5,6-;^]quinoline (Compound 259); 1,2,3,4- 
Tetrahydro-2,2,4-trimethy]-6-trifiuoromethyl-8-pyndono[5,^^^ (Compound 260); 

l«2.Dihydro-2,2,4,9-tetramethyl-6-trifluoroniethyi-8-pyridon (Compound 

261) ; l,2-Dihydro-2,2Atiimethyl*8-trifluoromethyl-6-p^ (Compound 

262) ; 6.picUoro(cthoxy)methyl].1 ,2-dihydro-2.2,4-trimethyl-8-p^^ 
(Compound 263); 5-(3-Fuiyl>l,2Klihydro-2,2,4-trimetlvl-8.pyimono[5,6.^]q^^ 
(Compound 264); 1,2-Dihydro-l A2.4-tetramc%l-^trifluoromethyI-8-pyrw^ 
g]quinoline (Compound 265); 1.2-Dihydro-6-trifluoromethyl-2,2,4.trimethyl-9.thi^ 
ono[5,6-^] quinoline (Compound 266); l,2-Dihydro-l^,2,4,9.pratamethyl-6- 
tri£luoromethy1-8-pyridono[5,6-^]quinolme(ConqKHind 267); 7-Chloro-l,2-dihydro-2,2,4- 
trimethyl'^trifluoromethyl-8-pyridono[5,6-j^]quinoline (Compound 268); and 6- 
Chloro(di£luoro)methyl- 1 ,2-dihydro-2,2,4.trimcthyl.8.pyridono[5,6-^]quinoUne (Compound 
269); {R/Sy 1 ,2,3.4-Tetrahydro- 1 ,2,2,4-tetramethyl-6-tri£luoromcthyl-8-pyranono[5,6- 
^jquinoline (Compound 404); (/2/5)-5-(3-Furyl).l,2,3,4.tetrahydro-2,2,4.trimethyl.8- 
pyranono[5,6-g]quinolme (Compound 405); 5-(3-Furyl).l,2.dihydro-l,2,2,4.tetramethyl-8- 
pyranono[5.6.^]quinoline (Compound 406); 5K3-Fuiyl).1.2-dihydro-l,2,2,4.teu-amethyl-8. 
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tliiopyranono[5,6-^]quinoIine (Compound 407); 6<ailoro-5-(3-furyl)-l,2-dihydro- 1,2,2,4- 
tetrameth3d-8-pyranono[5,6-^]qiunol^ (Compound 408); 1,2,3,4-Tctrahydro-2,2,4,10- 
tetrame%l-6-trifluoromediy]-8-pyridono[5,6-g]quinoline (Compound 409); (/VS)- 1,2,3,4- 
Tetrahydro-4-me%l-6-trifluoromethyl-8-pyranono[ (Compound 410); 1,2- 

I>ihydro-2.2-dimethyl-6-trifluoromethy!-8-py]^ (Conqjound 411); 

l,2,3,4-Tctrahydro-2^-dimcthyl-6-tri£hioro 

412); l,2.3,4.Tetrahydro-6-tri£Iuorometliyl-8.pyranono[5.6.^]qu^ (Compound 413); 
{R/S)^Ethy\- 1 ,2,3,4-teti^ydro-6-tri£hioromcthy|.8.pyranono[5,6.^^ (Compound 
414); (^5)-l,2.3>Tctrahydro-1.4-dimethyl-8.pyranono[5,6-^]quinoline (Compound 415); 
(/2/5)-4-Ethyl-l,2,3,4-teti^dro-l-methyI.8-pyi™ono[5,6-^]qum^^^ (Compound 416); 
2,2-Dimethyl-l,2,3.4-teti^dro-6.trifloromethyl-8-pyridono[5,6-^ 
4 1 7); (/^^5)- 1 ,2,3 ,4.tetrahydro.6.trifluorometM-2,2,^ 

quinolinone (Compound 418); 5-Trifluoromethyl-7-pyridono[5,6-e]indoline (Compound 
419); 8-(4-Chlorobenzo)i)-5-trifluoromethyl.7-pyridono[5,6-e]indoUne (Compound 420); 7^ 
/er/-Butyloxycarbamoyl-1.2-dihydro-2,2,8-trimethylquinota^ (Compound 421); 1,2,3,4- 
Tetrahydro-6.tii£luorome%l-8.pyridono[5,6-y)quinoline (Compound 422); 1.2.Dihydro-6- 
tri£luoromethyI.l,2A4.tetramethy|.8-pyridono[5,6-^^^ (Compound 423); 3,3- 
DimetlQrl-5-trifluorometh3^-7-pyridono[5,6^]indofi^^ (Compound 424); (/?/5).1.2,3.4. 
Tetrahydro-4-mcthyl-6Ktiifluorometliyi)-8-pyridono[5.^^ (Compound 425); 

(/V5)-l,2,3,4-Tetrahydn)^mctliyl.6-(trifluoromet^^ 
(Compound 426); 1,2A-Trimethyl.l A3,4.tetrahydro-6-tri£luromeU^ 
^Jquinoline (Compound 427); (/^S>l,2,3ATet^ahyd^o-4-p^opyl-6.trifluoromcthy|.8- 
pyranono[5.6.^]qumoline (Compound 428); 1.2.3,4.Tctrahydro-2,2,4-trimethyl-6- 
tri£Iuoromethyl-9-thiopyran.8-ono[5.6.^]quinolinc (Compound 429); 1,2-Dihydro- 1,2,2,4- 
teu^amethyl^trifluorometh>i.9-thiopyran-8.ono[5,6-^]quinofo^ (Compound 430); 1,2,3,4- 
Tetrahydro.l,2,2.trimethyl-6-tri£luoromethyl-8-pyridono[5 (Compound 431); 

1 ,2,3,4-Tctrahydro- 1 -methyl-4-propyi-6-trifluoromethyl-8-pyranono[5,6-^]quinoline 
(Compound 432); l,2,3,4.Tcti^dro-10-hydroxym^l.2,2,4-trimethy|.6.t^ 
8.pyridono[5,6-^]quinoline (Compound 433); 1.2,3.4-Tetrahydro-l,2.2,4.tetramethyl.6- 
trifluoromethyl.9-thiopyran.8-ono[5,6-^]quinoiine (Compound 434); 1,2,3,4-Tetrahydro- 
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2,2,9-trimethyl-^trifluoromethyl-8-pyridono[5,6-^^ (Compound 435); (R/S)- 

1 .2,3,4-Tetndiydro-3-metlqrl-6-trifluoromethyl-8-pyridono[5,^^ (Compound 
436); l,2,3,4-Teti^ydro-3,3-dimethy]-6-trifluoromethyl-8-pyridono[5,6-^ 
(Compound 437); (^5)1 A3,4-Tetraliydro-2,2.3-trimeth5i-6-trifluorometbyI.8^ 
pyridono[5,6-g]quinoline (Compound 438); (/V5-2Mi/)-l,2,3,4.Tctrahydro-2,4-dimethyl-6- 
trifluoromethyl-8-pyridono[5,6-;]quinoline (Compound 439); (/2/5-2/,4i#)-4.Ethyl-l, 2,3,4- 
tetrahydn>-2*meth>i<^tnfluoromethy]-8-pyranono[5,6-^]qumoline (Compound 440); (/J/S- 
2A 3i/). 1 ,2,3 ,4-Tetrahydro-2,3-dnnethyl-6-trifluoromethyI-8-pyridono[5,6-^]quinolm^ 
(Compound 44 1); (/^5'-2/,30-l,2,3,4-Tetrahydro-23-dimethy)-6-trifluoromcthyl-8- 
pyridono[5,6-^]quinoline (Compound 442); (i2/iS)-1.2,3,4-Tetrahydro-2,3,3-trimethyI-6. 
trifluoromethyl-S.pyridono[5,6-^]qumoline (Compound 443); (^^ 1,2,3, 4-Tetrahydro-2- 
methyI-6-trifIuoromethyl-8*pyridono[5,6-^]quinoline (Compound 444); (R/Sy-A-EthyU 
l,2,3,4-tetrahydro^trifluoromethyl-8-pyridono[5,6-;g]quinoline (Compound 445); 
3i/>l,2,3,4.Tetrahydro-2,3,9-trimethyI-6-trifluoromethyl-8-pyridono[5,6-^]quinoline 
(Compound 446); (/2/5> 1,2,3 .4.Tetrahydro-4-propyl-6.trifluoromethyl-8-pyridono[5,6- 
g]quinoline (Compound 447); (/VS>3-EthyM,2,3.4-tetrahydro-2,2-dimethyl-6- 
trifluoromethyl-8-pyridono[5,6-^]quinoIine (Compound 448); (/V5)-l,2,3,4.Tetrahydro-2,2- 
dimcthyl-6-trifluoromethyl.3-propy|.8-pyridono[5,6^]quino^^^ (Compound 449); and 1- 
Methyl-S-tri£luoromethyl-7-pyndono[5,6->]indoline (Compound 450). 

12. A compoimd according to claim 2. wherein the compound comprises an 
estrogen receptor agonist or antagonist. 

13. A compound according to daim 2, i^eretn the compound comprises a 
glucocoiticoid rec^tor agomst or antagonist. 



14, A compound according to claim 2, wherein the compound comprises a 
mineralocorticoid receptor agonist or antagonist. 
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15. A phannaceuticaJ composition comprising a compound of claim 1 and a 
pharmaceuticaily accqytable earner. 

1 6. A pharmaceutical composition according to claim 1 5, wherein the 
5 composition is formulated for oral, topical, intravenous, suppository or parental 

administration. 

1 7. A pharmaceutical composition according to claim 1 5, wherein the compound 
is administered to a patient as a dosage unit at from about 1 Mg/kg of body weight to about 

1 0 500 mg/kg of body weight. 



18. A pharmaceutical composition according to claim 1 5, wherein the compound 
is administered to a patient as a dosage unit at from about lO^xg/kg of body weight to about 
250 mg/kg of body weight. 

15 

1 9. A pharmaceutical composition according to claim 1 5, wherein the compound 
is administered to a patient as a dosage unit at from about 20^g/kg of body weight to about 
1 00 mg/kg of body weight. 



2^ 20. A pharmaceutical composition according to chum 1 5, wherein the 

composition is effective in treating and/or modulating human fertility, female hormone 
replacement, dysfunctional uterine bleeding, endometriosis, leiomyomas, acne, male-pattern 
baldness, osteoporosis, prostatic hyperplasia, cancer of the breast, cancer of the ovaries, 
endometrial cancer, prostate cancer, carbohydrate, protein and lipid metabolism, electrolyte 

25 and water balance, and functioning of the cardiovascular, kidney, central nervous, immune 
and skeletal muscle systems. 
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21 . A method of affecting steroid receptor activity comprising the in vivo 
administration of a compound according to claim 1. 

22. A method of affecting steroid receptor activity comprising the in vivo 
administration of a composition according to claim 15. 

23. A method of modulating a process mediated by steroid receptors comprising 
administering to a patient an effective amount of a compound according to claim 1 . 

24. A method of modulating a process mediated by steroid receptors comprising 
adnunistering to a patient an effective amoxmt of a composition according to claim 15. 

25. A pharmaceutical composition comprising an effective amount of a steroid 
receptor modulator compound of the formula: 




wherein: 

through R'^ each independently are hydrogen, a Ci • C6 alkyl, optionally 
substituted alJyl. aryhnethyl, alkynyl, alkenyl, aryl, or hetcroaryl; 

r4 is hydrogen, a Ci - C6 alkyl, or R^C-O. OR^, or NR%7 ^here R^ is hydrogen, 
a Ci . C6 alkyl, optionally substituted allyl, arylmethyl, alkynyl, alkenyl, aryl, or heteroaryl. 
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and wherein and R each independently are hydrogen, a C] - C6 alkyU optionally 
substituted allyl, arylmethyl, aryl, or heteroaryl; 

R^ through R^^ each independently are hydrogen, a d - Ce alkyl, optionally 
substituted aJlyl, aryhnethyl, alkyn)d, alkenyl, aryl, or heteroaryl; 
5 Rll is hydrogen, a C] - C6 alkyl, OR^ or optionally substituted allyl. arylmethyl. 

alkynyl, alkenyl, aryl, or heteroar^, where R^ has the same definition given above, or R* and 
R^ R^ and R^ R^ and R^ R^^ and R* \ R^ and R^*^ and/or R^ ^ and R^ when taken 
together can form a three- to seven-membered ring optionally substituted with hydrogen, F, 
OR^ or NR^R^, where R^ through R^ have the definitions given above, provided, however, 

10 that r\ R^ R^^ and R^ ^ cannot form more than two three- to seven-membered rings at a 
time; 

Y is O, CHR^ or NR^ where R^ has the same definition given above; and 
Z is an aryl or heteroaryl group, including mono- and polyK^clic structures, 
optionally substituted at one or more portions with hydrogen, a Ci -06 alkyl, optionally 
15 substituted allyl, aryhnethyl, alkynyl, alkcnyl, aryl, heteroaryl, F, CI, Br, I, CN, r5c=0, 
R6r7nC=0, r60C=0, perfluoroalkyl. haloalkyl. a C| - Ce straight-chain hydroxy alkyl, 
HOCR5r8^ nitro, R^OCHz, R^O, NH2, or r6r7n, where r5 through r7 have the 
definitions given above and where R^ is hydrogen, a C i - C6 alkyl or optionally substituted 
allyl, aryhnethyl, alkynyl, alkenyl. aryl, or heteroaryl; and 
20 a pharmaceutically acceptable carrier. 



[rest of page left purposely blank] 
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27. A pharmaceutical composition according to claim 25, wherein the 
5 composition is effective in treating and/or modulating human fertility, female hormone 
replacement, dysfunctional uterine bleeding, oidometriosis, Idomyomas, acne, male-pattern 
baldness, osteoporosis, prostatic hyperplasia, cancer of the breast, cancer of the ovaries, 
endometrial cancer, prostate cancer, carbohydrate, protein and lipid metabolism, electrolyte 
and water balance, and fiinctioning of the cardiovascular, kidney, central nervous, immune 
1 0 and skeletal muscle systems. 



28. A method of treating a patient requiring steroid receptor therapy comprising 
administering to a patient an effective amount of a compound of the formula: 
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viherein: 

.3 



through R each independently are hydrogen, a Ci - C6 alkyl, optionally 
5 substituted allyl, arylmethyl, alkynyl, alkenyl, aryl, or heteroaryl; 

R"* is hydrogen, a C] - C6 alkyl, or r5c=0, OR^, or NR^R^, where R^ is hydrogen, 
a Ci - C6 alkyl, optionally substituted allyl, arylmethyl, alkynyl, alkenyl, aryl, or heteroaryl, 
and wherein R^ and R^ each independently are hydrogen, a d - C6 alkyl, optionally 
substituted allyl. arylmethyl, aryl, or heteroaryl; 
10 R^ through R^^ each independently are hydrogen, a C] - C6 alkyl, optionally 

substituted allyl, arylmethyl, alkynyl, alkenyl, ar>d, or heto-oaryl; 

R} ^ is hydrogen, a Ci - C6 alkyl, OR^ or optionally substituted allyl. arylmethyl, 
alkynyl, alkenyl, aryl, or heteroaryl, where R^ has the same definition given above, or R^ and 
R^, R^ and R^, R* and R^, R^^ and R^ \ R^ and R^^ and/or R^ ^ and R^ when taken 
1 5 together can form a three- to seven-membered ring optionally substituted with hydrogen, F, 
OR^ or NR^^, where R^ through R^ have the definitions given above, provided, however, 

that r\ R^, R^^ and R^ ^ catmot form more than two three- to seven-membered rings at a 
time; 

Y is O, CHR^ or NR^ where R^ has the same definition given above; and 
20 Z is an aryl or heteroaryl group, including mono- and poly-cyclic structures, 

optionally substituted at one or more positions with hydrogen, a Ci -C^ alkyl, optionally 
substituted allyl, aryhnethyl, alkynyl, alkenyl, aryl, heteroaryl, F, CI, Br, 1, CN, R^CK), 
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r6r7nC=0, r60C=0. perfluoroalkyi, haloalkyl, a Ci - €5 straight-chain hydroxy alkyl, 
HOCR5rS nitro, R6OCH2, R^O. NH2, or R^R^N, where r5 through r7 have the 
definitions given above and where R^ is hydrogen, a Ci - C6 aikyl or optionally substituted 
alljd, arylmethjd, alkynyl, alkenyl, aryl, or heteroaryL 

5 

29. A method of treating a patient according to claim 28, wherein the compound 
is effective in treating and/or modulating human fertility, female hormone replacement, 
dysfunctional uterine bleeding, endometriosis, leiomyomas, acne, male*pattem baldness, 
osteoporoins, prosutic hyperplasia, cancer of the breast, cancer of the ovaries, endometrial 

10 cancer, prostate cancer, carbohydrate, protein and lipid metabolism, electrolyte and water 
balance, and fimctioning of the cardiovascular, kidney, central nervous, immune and skeletal 
muscle systems. 

30. A pharmaceutical composition comprising an effective amount of a steroid 
1 5 receptor modulating compound of the formulae: 



20 




(I) 



OR 



(ID 
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5 



10 



IS 




(xni) 



(XIV) 



(XV) 



(XVI) 
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(XVII) 



CXVHI) 

wherein: 

is a heteroary] optionally substituted with a Ci - C4 alkyl, F, CI, Br, NO2, CO2H, 
COaR^, CHO, CN, CF3» CH2OH or COCH3. where R^ is hydrogen, a Ci - C4 alkyl or 
perfhioroalkyK aiyl. heteroaryl or optionally substituted allyl, arylmethyl, alkynyl or alkenyl, 
and where said R^ heteroai^ is attached to compounds of formulas I and X through a 
carbon or nitrogen atom; 

R^ is hydrogen, a C] - C4 alkyl or perfluoroalkyl, hydroxymethyl, aryl, heteroaryl or 

optionally substituted allyl, aiyhnethyl, alkynyl or alkenyl; 

4 6 9 

R through R each independently are hydrogen, F, CI, Br. I, NO2, CO2H, CO2R , 

COR^ CN, CF3, CH20Ii a Ci'^4 alkyl or perfluoroalkyl, OR^, SR^, S(0)R^, S02R^ 

SO3H, S(NR V)R^, S(0)(NrV)R^ NrV, aryl, heteroaryl or optionally substituted 

2 

allyl, aryknethyl, alkynyl or alkenyl, where R has the definition given above, R is 

hydrogen, a Ci - C4 alkyl or perfluoroalkyl, aryl, heteroaryl, optionally substituted allyl or 
8 8 8 

arylmethyl, OR or NHR , where R is hydrogo, a Ci - C^ alkyl or p^uoroalkyl, aryl. 
heteroaryl or optionally substituted all^ arylmeth^d, S02R^ or S(0)R^; 

9 ]Q 

R and R each independently are hydrogen, a Ci - Ce alkyl or perfluoroalkyi, aryl, 
heteroaryl or optionally substituted allyl, arylmethjl, alkynyl or alkenyl, or R^ and R^^ taken 
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together can form a three- to seven-membered ring optionally substituted with hydrogen. F, 
OR . or ^ereR andR have the definitions given above; 

R^' through R*' each independently are hydrogen, F, CI. Br. I. NO2, CO2H. C02R^. 
COR^. CN. CF3. CH2OH. a C1-C4 alkyl or perfluoroalkyi, OR^ SR^. S(0)R^ SOiR^ 
5 SO3H. S(NRVyR^ S{0)(NrV)R^ NR V. aiyl. heteroaryl or optionally substituted 
allyl, arylmethyl, alkynyl or alkenyl, where R , R and R have the definitions given above; 
W is O. NH, Nr'. CH2, CHOH. C=0. 0C=0, 0=C0. NR^C=0. NHC=0, 

0=CNR^, 0=CNH, SC=0. 0=CS, or CHOCOR^ where R^ has the definition given above; 

7 7 

X is CH2, O, S or NR , where R has the definition given above; 
10 R^^ is hydrogen, OH, OR^^. SR^^, NrV, optionally substituted allyl, arylmethyl, 

alkynyl, alkenyl, aryl, heteroaryl or Ci - Cio alkyl, where R^^ is a C) - Cio alkyl or 

perfluoroalkyl, or is an optionally substituted allyl, arylmeihyl, aryl or heteroaryl, and where 
2 7 

R andR have the definitions givra above; 
18 19 

R and R each independently are hydrogen, a Ci - €5 alkyl or perfluoroalkyl, aryl, 

15 heteroaryl or optionally substituted allyl, arylmethyl, alkynyl or alkenyl, or R** and R^^ 

taken together can form a three- to seven-membered ring optionally substituted with 

hydrogen, F. OR^, or NR^R^. where R^, R^ and R* have the definitions given above; 
20 . 

R is a Ci - C6 alkyl or an optionally substituted allyl, aryhnethyl, alkenyl, aryl or 
heteroar)i; 

21 

20 R is hydrogen, a Ci - C4 alkyl or optionally substituted allyl, aryhnethyl, aryl or 

heteroar^; 

R^ is hydrogen, a C 1 - C4 alkyl. F, CI, Br, I, OR^. MR V or SR^ where R^ and R^ 
have the definitions given above; 
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i an 



is hydrogen, CI, Br, OR*, NrV, a Cj - C4 alky! or perhaloalkyl, or is i 

optionally substituted aliyl, aiyhnethyl, aUcynyl, aikenyl, aiyl or hetcroaryl, where R^, R^ and 
% 

R have the definitions given above; 
24 

R is hydrogen, F, Br, Ci, a Ci - C4 alkyl or perhaloalkyl, aryl, heteroaiyl, CF3. 
5 CFaOR^^, CHaOR^^, or OR^^, where R^^ is a Ci - C4 alkyl; 

R^^ is hydrogen, a Ci - C4 alkyl, F, CI. Br, I, OR^ NrV or SR^, where R^ and R^ 

have the definitions given above; 
27 28 

R and R each independently are hydrogen, a Ci - C4 alkyl or perfluoroalkyl, 
heteroaiyl, optionally substituted allyl, aryfanethyl, alkyn>^ or aikenyl, or an aiyl optionally 
10 substituted with hydrogen, F, CI, Br. OR^ or NrV, or R^^ and R^* taken together can 
form a three- to seven-membered ring optionally substituted with hydrogen, F, CI, Br, OR^ 

or NR^^, where R^ and R^ have the definitions given above; 
29 . 

R is iQrdrogen. a Ci - C6 alkyl or an optionally substituted allyl, arylmethyl, aryl or 
heteroaryl; 

15 R^^ and R^* each independently are hydrogen, a Ci - Ce alkyl or an optionally 

substituted allyl, arylmethyl, aryl or heteroaryl. or R^^ and R^^ taken together can form a 

three- to seven-membered ring optionally substituted with hydrogen, F, CI, OR^ or NR^^, 
2 7 

where R andR have the definitions given above; 
32 33 

R and R each independently are hydrogen, a Cj - C4 alkyl or an aryl optionally 
20 substituted with hydrogen, F, CI, Br, OR^ or NR V, or R^^ and R^^ taken together can 
form a three- to seven-membered ring optionally substituted with hydrogen, F, CI, Br, OR^ 
or NR^^, inhere R^ and R^ have the definitions given above; 

nisOor 1; 
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YisOorS;. 

2 2 2 

Z is O. S, NH, NR or NCOR , where R has the same definition given above; 

the wavy line in the compounds of formulas VII. XII, Xm and XVI represent an 
olefin bond in either the cis or tr€ms configuration; 
5 the dotted lines in the structures depict optional double bonds; and 

a pharmaceutically acceptable carrier. 

31. A composition according to claim 30, wherein the compounds of fonnulae I 
through XVni comprise steroid receptor modulator compounds. 

10 

32. A composition according to claim 31, wherein the compounds of formulae I, 
n, m, IV, X and XI comprise PR antagonists. 

33 . A composition according to claim 3 1 , wherein the compounds of fonnulae V 
1 5 and VI comprise PR modulators. 

34. A composition according to claim 3 1 , wherein the compounds of formulae 
Vn, Vni, Xn. xm, XIV, XV and XVI comprise PR agonists. 

2^ 3 5 . A composition according to claim 3 1 , wherein the compounds of formulae 

IX, XVn and XVm comprise AR modulators. 

36. A compo^tion according to claim 35, wherdn the compounds of formulae IX 
and XVn comprise AR antagonists. 

25 

37. A composition according to claim 30, wherein the compound comprises an 
estrogen receptor agonist or antagonist. 
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38. A composition according to claim 30, wherein the compound comprises a 
glucocorticoid receptor agonist or antagonist. 

39. A composition according to daim 30, wherein the compoimd comprises a 
S mineralocorticoid receptor agonist or antagonist. 

40. A composition according to claim 30, wherein the composition is formulated 
for oral, topical, intravenous, suppository or parental administration. 

^ ^ 41. A composition according to claim 30, wherein the compound is administered 

to a patient as a dosage unit at from about l^g/kg of body weight to about 500 mg^g of 
body weight. 

42. A composition according to claim 30, wherein the compound is administered 
15 to a patient as a dosage unit at from about lO^g/kg of body weight to about 250 mg/kg of 
body weight. 

43 A composition according to claim 30, wherein the compound is administered 
to a patient as a dosage unit at from about 20^g/kg of body weight to about 100 mg/kg of 
20 body weight. 

44. A composition according to claim 30, wherein the composition is effective in 
treating and/or modulating human fertility, female hormone replacement, dysfunctional 
uterine bleeding, endometriosis, leiomyomas, acne, male-pattern baldness, osteoporosis. 
25 prostatic hyperplasia, cancer of the breast, cancer of the ovaries, endometrial cancer, 

prostate cancer, carbohydrate, protein and lipid metabolism, electrolyte and water bakmce, 
and functioning of the cardiovascular, kidney, central nervous, immune and skeletal muscle 
systems. 
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45 . A method of treating a patient requiring steroid receptor thmpy comprising 
administering to a patient an effective amount of a compound having the formulae: 




R" ^ ^N'' 9 
R« HR 



OR 



(I) 




ai) 



R« R" r4 


r3 








*Lr 




hR 



10 



OR 



(III) 




R« HR 



OR 



(IV) 
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(XIV) 



(XV) 



(XVI) 



(XVII) 



(xvni) 
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wherdn: 

is a heteroaryi optionally substituted with a Cj - C4 alkyl, F, CI, Br, NO2, CO2H, 
C02R^, CHO, CN, CF3, CH2OH or COCH3, where is hydrogen, a Ci - C4 alkyl or 
pofhioroalkyl, aiyl, heteroaryi or optionally substituted allyK arylmethyl, alkyiqrl or alkenyl, 
5 and where said b} heteroaiyl is attached to compounds of formulas I and X through a 
carbon or nitrogen atom; 

R*^ is hydrogen, a Ci • C4 alkyl or perfluoroalkyl, hydroxymethyl aryl, heteroaryi or 

optionally substituted allyl, arylmethyl, alkynyl or alkenyl; 

4 6 7 

R through R each independently are hydrogen, F, CI, Br, I, NO2, CO2H, CO2R , 

10 COR^, CN, CF3, CH2OH, a C1.C4 alkyl or perfluoroalkyl, OR^, SR^, S(0)R^, S02R^, 

SO3H, S(NrV)R^ S(0XNR V)R^, NrW, aryl, heteroaryi or optionally substituted 

ally!, aiylmethyl, alkynyl or alkenyl, where R^ has the definition given above, R^ is 

hydrogen, a C] - C4 alkyl or perfluoroalkyl, aiyl, heteroaryi, optionally substituted allyl or 
8 8 8 

ar>1methyl, OR or NHR , where R is hydrogen, a Ci - C6 alkyl or perfluoroalkyl, aiyl, 

1 5 heteroaryi or optionally substituted allyl, arylmethyl, S02R^ or S(0)R^; 
9 10 

R and R each independently are hydrogen, a Ci - Ce alkyl or perfluoroalkyl, aryl, 
htteroaryl or optionally substituted allyl, aryhnethyl, alkynyl or alkenyl, or R^ and r'^ taken 
together can form a three- to seven-membered ring optionally substituted with hydrogen, F, 
OR , or . where R andR have the definitions given above; 

20 r' ' through R* ' each independently are hydrogoi. F, CI, Br. I, NO2. CO2H. COiR^. 

COR^. CN. CF3, CH2OH. a C1-C4 alkyl or perfluoroalkyl, OR^ SR^, S(0)R^ SOiR^, 

SO3H. S(^IRV)R^ S(0)(NR V)R^ NR V. aiyl. heteroaryi or optionally substituted 

2 7 8 

allyl, aryhnethyl, alkynyl or alkenyl, where R , R and R have the definitions given above; 
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W is O, NH, Nr' CH2. CHOH, C=0, 0C=0. 0=C0. Nr'c=0. NHC=0, 

0=CNr'. 0=CNH. SC=0. 0=CS. or CHOCOR^ where has the definition given above; 

7 7 

X is CH2. O, S or MR , where R has the definition pvm above; 
R^^ is hydrogen, OH, OR^^. SR*^, NR^^, optionally substituted ally!, aiyimethyl, 
5 alkynyl. alkenyl, aryl, heteroaryl or Ci - Cio alkyi, where R^^ is a Ci - Cio aDcyl or 

perfluoroalkyl, or is an optionally substituted allyl. arylmethyl, aryl or heteroaryl, and where 
2 7 

R and R have the definitions given above; 
18 19 

R and R each independently are hydrogen, a Cj - Cs alkyi or perfluoroalkyl, aryl, 
heteroaryl or optionally substituted aliyl, arylmetfayl, alkyny] or alkenyl. or R^* and R*^ 
1 0 taken together can form a three- to seven-membered ring optionally substituted with 

hydrogen, F, OR^, or NR V, where R^, R^ and R^ have the definitions given above; 

20 . 

R is a C 1 - C6 alkyl or an optionally substituted allyl, aryhnethyl, alkoiyl, aryl or 
heteroaryl; 

21 . 

R is hydrogen, a Ci - C4 alkyl or optionally substituted aUyl, arylmethyl, aryl or 
15 heteroar>d; 

R^ is hydrogen, a Ci - C4 alkyl, F, CI, Br, I, OR^ NrV or SR^, where R^ and R^ 
have the definitions given above; 

R^ is hydrogen, CI, Br, OR*. NrV, a Ci - C4 alkyl or periialoalkyl, or is an 

optionally substituted allyl, aryhnethyl, alkynyl. alkenyl, aryl or heteroaryl, where R^ R^ and 
g 

20 R have the definitions given above; 
24 

R is hydrogen. F, Br, CI, a Ci - C4 alkyl or perhaloalkyl, ar>d, heteroaryl, CF3, 
CF20R^^ CH20R^^ or OR^^ where R^^ is a Ci . C4 alkyl; 

R^^ is hydrogen, a Ci . C4 alkyl. F, CI Br, 1, OR^, NrV or SR^, where R^ and R^ 
have the definitions given above; 
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27 28 

R and R each indepmdentty are hydrogen, a Ci - C4 alkyi or perfluoroalkyl, 

heteroaiyl, optionally substituted allyl, aryhnethyl, aikynyl or alkenyK or an aryl optionally 

2 2^7 27 28 

substituted with hydrogen, F, CI, Br, OR or NRTl , or R and R taken together can 

form a three- to seven-membered ring optionally substituted with hydrogen, F, CI, Br, OR^ 

5 or NR^^, where R^ and R^ have the definitions given above; 
29 . 

R is hydrogen, a Ci - C6 alkyl or an optionally substituted allyl, arylmethyl, aryl or 
heteroaryl; 

R^^ and R^^ each independently are hydrogen, a Cj - Ce alkyl or an optionally 

substituted allyl, aryhnethyl, aryl or heteroaryl, or R^^ and R^ ^ taken together can form a 

10 three* to seven-membered ring optionally substituted with hydrogen, F, CI, OR^ or NrV, 
2 7 

where R andR have the definitions given above; 

32 33 

R and R each independently are hydrogen, a Ci - C4 alkyl or an aryl optionally 

substituted with hydrogen, F, CI, Br, OR^ or NR V. or R*^^ and R''^ taken together can 

form a three- to seven-membered ring optionally substituted with hydrogen, F, CI, Br, OR^ 

15 or NR^^, where R^ and R^ have the definitions given above; 
nisOorl; 
Y is O or S; 

2 2 2 

2 is O, S, NH, NR or NCOR , where R has the same definition given above; 

the wavy line in the compounds of formulas VII, Xn, XIU and XVI represent an 
20 olefin bond in either the cis or trans configuration; and 

the dotted lines in the structures depict optional double bonds. 



25 



46. A method of treating a patient according to claim 45, wherein the compound 
is efifective in treating and/or modulating himian fertility, female hormone replacement, 
dysfunctional uterine bleeding, endometrioas, leiomyomas, acne, male-pattern baldness. 
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osteoporosis* prostatic hyperplasia, cancer of the breast, cancer of the ovaries, endometrial 
cancer, prostate cancer, carbohydrate, protein and lipid metabolism, electrolyte and water 
balance, and functioning of the cardiovascular, kidney, central nervous, immune and skeletal 
muscle systems. 

47. A compound having the formulae: 




OR 



(I) 



10 



R" R« 




R" R^"** 



OR 



(H) 



15 




W ^1 gioR' 



OR 



(HI) 



20 




R^^ R^° 



(IV) 
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wherein: 

Z is O, or NR^ w^crc is hydrogen, R^C^O, R^C^S, R^OC^O, R^SC^O. 
r30C=S, r3sC=S or r3r4nC=0, where r2 is hydrogwi, a C] - C6 alkyi or peifluoroalkyl, 
optionally substituted allyl or aryl methyl alkenyl, alkynyl, aryl or heteroaryi, and where R^ 
and r4 each independently are hydrogen, a Ci - C6 alkyl, optionally substituted allyl. 
ai^noethyl, aryl or heteroaryl; 

R5 is hydrogen, R^CO, r2c-S, r30C=0, R3sC=0, R^OC^S, r3sC=S, or 
R3r4nc=0, where r2 r3 and R^ have the same definitions as giv«i above; 

r6 is hydrogen, a Ci -Ce alkyl, optionally substituted all)4, aryl methyl, alkenyl, 
alkynyl, aryl, heteroaryl R^O, HOCH2, R3oCH2, F. CI, Br, I, cyano, r3r4n or 
perfluoroalkyi, where R^ and R^ have the same definitions as given above; 

R'7 through r9 each independently are hydrogen, a Ci - C6 alkyl. allyl or optionally 
substituted allyl, arylmethyl, alkynyl, alkenyl, aryl, or heteroaryl, or 

R* and R^ taken together form a three- to seven-membered carbocylic or heterocyclic ring; 

R^^ is hydrogen, a C] - C6 alkyl, optionally substituted allyl, arylmethyl, aryl, or 

heteroaryl, R2c=0, r2c=S, R^OC^O, r3sC=0, R3oC=S, r3sC=S or r3r4nC-0, 
2 4 

where R through R have the same definitions as given above; 

R^ ^ and r12 each independently represent hydrogen, a Ci - C6 alkyl, optionally 
substituted allyl, aryl methyl, alkenyl, alkynyl, aryl, heteroaryl, R^O, HOCH2, R^OCH2, F, 
CI, Br, I, cyano, R^R^n or perfluoroalkyi, where R^ and r"* have the same definitions as 
given above; 

r13 is hydrogen, a C] - C6 alkyl, optionally substituted allyl, aryl methyl, alkenyl, 
alkynyl, aryl. heteroaryl, R^O, HOCH2, R3oCH2, R^R^N, CF2CI, CF20R3 or 
perfluoroalkyi, where R*^ and have the same definitions as given above; 

R14 is hydrogen, a Ci - C6 alkyl, optionally substituted allyl, aryl methyl, alkenyl, 
alkynyl, aryl, heteroaryl, R^O, HOCH2, R^OCH2. F, CI, Br, I, cyano, r3r4n or 
perfluoroalkyi where R andR have the same definitions as ffvm above; and 
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Rl5 is F. CI, Br, I, B(0R16)2, SnRl7Rl8Rl9 or OSO2R20 where r16 is hydrogen 
or a Ci - C6 alk>l R^*^ through R^^ each independently represent a Ci - C6 allcyl, R^O or 
heteroaiyl, R^O is a Ci - C6 alkyl, perfiuoroalkyi, aryl, or heteroaryl, and r2 has the same 
definition as given above. 

48. A compound according to daim 4S selected fi-om the group consisting of 1 , 
2-I>thydro-2,2,4-trimeth3i-5-counuuino[3,4<:/)quinoline; 9-Fhioro- 1 ,2-dihydro-2,2,4- 
trimethyl-S-couniarino[3,4:/)quino]]ne; 8-Fluoro-l ,2*dihydro-2,2«4-trimethyl-5- 
coumarino[3 ,4-^quinoline; 9-Chloro- 1 ,2-dihydro-2,2,4-trimethyi-5-couniarino[3,4- 
yjquinoiine; 8-Ethoxy- 1 ,2-dihydro-2,2,4-trimethyl-6-tri£luoromethyl-8-pyrido[5,6- 
gjquinoline; and l,2,6J-Tetrahydro-6-hydroxy-2,2,4-trimethy]-6-trifhioromethyl-8- 
pyridono[S,6-^]quinoline. 

49. A method for producing a 6-substituted-l,2-dihydro N-1 protected quinoline 
comprising: 

(a) in a one-pot reaction, exchanging a 6-halo-l,2-dihydro N-1 protected 
quinoline of the formula: 




in the presence of an alkyllithium, followed by addition of an organoborate and acid 
treatment to yield the corresponding 6-boro-l,2-dihydro N-1 protected quinoline; 

(b) coupUng the 6-boro-l,2-dihydro N-1 protected quinoline with a coupling 
partner of the formula R Y in the presence of a palladiimi catalyst and base to yield a 6- 
substituted-l,2-dihydroN-l protected quinoline of the formula: 
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wdierdn R is hydrogen, a Ci - C4 alkyl, aiyl or heteroaryl; R and R each independently 
are a Ci - C4 alkyl, aryl or heteroaryl; R^ through R^ each independently are hydrogen, a Ci 
- C6 alkyl. optionally substituted allyl, aryl methyl, alkenyl, alkynyl, aryl, heteroaryl, R^O, 
HOCH2. r70CH2, F, ci. Br, I. cyano, R^R^N or perfluoroalkyl, where r7 and r8 each 
independently are hydrogen, a Ci - C6 alkyl. optionally substituted allyl. arylmethyl, aryl or 
hetcroai^i; R is an aryl or hctcroaiyl; X is Br, CI or I; Y is CI, Br, I or OSO2CF3; and P is 
hydrogen, a Ci - C6 alkyl, optionally substituted allyl, arylmethyl, aryl or heteroaryl, 
Rl0C=O, RlOc=S, R"OC=0, rHsC^O. RHqC-S, r11sC=S or r1 1r12nc=0, where 
R^^ is hydrogen, a Ci - Ce alkyl or perfluoroalkyl, optionally substituted allyl or aryl methyl 
alkenyl, alkynyl, aryl or heteroaryl, and where R^ 1 and R^ ^ each independently are 
hydrogen, a C] - C6 alkyl, optionally substimted allyl, arylmethyl, aryl or heteroaryl. 

^ ^ 50. A method for producing a 6-substituted-l,2-dihydro N-l protected quinoline 

according to claim 49, further conq)ridng, deprotecting the 6-$ubstituted-l,2*dihydro N-l 
protected quinoline to yield the corresponding 6-substituted-l,2-dihydroquinoline. 

51 A method for producing a 6-substimted.l,2-dihydro N-1 protected quinoline 
20 comprising: 

(a) in a one-pot reaction, exchanging a 6-halo-l ,2-dihydro N- 1 protected 
quinoline of the formula: 
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in the presence of a reactive metal, followed by addition of an organoborate and add 

treatment to yield the corresponding 6-boro-],2-dihydro N-1 protected quinoline; 

(b) coupling the 6-boro- 1 ,2-dihydro N- 1 protected quinoline with a coupling 
9 

partner of the formula R Y in the presence of a palladium catalyst and base to yield a 6- 
5 substituted- 1,2-dihydro N-1 protected quinoline of the formula: 




wherdn is hydrogen, a Ci - C4 nikyl aryl or hctcroaryl; R^ and R^ each independently 
10 are a Ci - C4 alkyl, aryl or heteroar^i; R^ through R^ each independently are hydrogen, a Ci 
- C6 alkyl. optionaUy substituted allyl, aryl methyl, alkenyl, alkynyl, aryl, heteroaryl, R^O, 
HOCH2, R7oCH2. F, ci, Br, I. cyano, R^R^N or perfluoroalky], where r7 and r8 each 
independently are hydrogen, a Ci - C6 alkyl, optionaUy substituted allyl, arylmcth>d, aryl or 
heteroar^; R is an aryl or hetcroaryl; X is Br, CI or I; Y is CI, Br, I or OSO2CF3; and P is 
15 hydrogen, a Ci - C6 alkyl, optionally substituted allyl, aiylmethyl, aryl or heteroaryi, 

RlOCK). RIOC-S, Rl 10C=0, R^ ^SCK), R1 IoC=S, R1 1SC=S or R1 1r12nCK>. where 
R^^ is hydrogen, a Ci - C6 alkyl or perfluoroalkyl, optionally substituted allyl or aryl methyl 
alkenyl, alkynyl, ar>^ or heteroaryl, and where r1 1 and R^ 2 ^ach independently are 
hydrogen, a C] - C6 alkyl, optionally substituted allyl, aryhnethyl, aryl or heteroaryl. 

20 

52. A method for producing a 6-substttuted-l,2-dihydro N-1 protected quinoline 
according to claim 51, fimher comprising, deprotecting the 6-substituted-l,2-dihydro N-1 
protected quinoline to jield the corresponding 6-substituted-l,2-dihydroquinoline. 
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53. A method for producing a 6-substitiited-l,2-dihydro N-1 proteaed quinoline 
according to daim 51, wherdn the reactive metal is selected from the group consisting of 
magnesium, zinc, and combinations thereof 

54. A method for producing a 6-substttuted- 1 ,2-dihydro N- 1 protected quinoline 
comprising: 

(a) in a one-pot reaction, exchanging a 6-haIo-l,2-dihydro N-1 protected 
quinoline of the formula: 




in the presence of an alkyllithium, followed by addition of an organotin species to yield the 
corresponding 6-stanny]-l,2-dihydro N-1 protected quinoline; 

(b) coupling the 6-stannyl-l,2-dihydro N-1 protected quinoline with a coupling 
partner of the formula R Y in the presence of a palladhim catalyst to yield a 6-substituted- 
1,2-dihydro N-1 protected quinoline of the formula: 




wherein R is hydrogen, a Ci - C4 alkyl, aiyl or heteroaryl; R^ and R each independently 
are a Ci - C4 alkyl, aryl or heteroaryl; R^ through R^ each independently are hydrogen, a C 1 
- C6 alkyl, optionally substituted allyl, aryl m^yl, alkenyl, alkynyl, aryl heteroaryl, R^o, 
HCXM2. R'^0CH2. F. CI, Br, I, cyano. R'^rSn or perfluoroalkyl. w*ere r7 and r8 each 
indq>endently are hydrogen, a Ci - C6 alkyl, opttonaDy substituted aUyl, arylmethyL aryl or 
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htteroaryl; is an aryl or heteroaryl; X is Br, CI or I; Y is CI, Br, I or OSO2CF3; and P is 
hydrogen, a C] - C6 alkyl, optionaDy substituted allyl, aiylmethyl, aryj or heteroaryl, 
Rl0c=O, RlOc=S, Rl l0C=0, R1 1sC=0, r1 1oC=S, r1 1sC=S or r1 1r12nC=0, where 
R}^ is hydrogen, a Ci - C6 alkyl or perfluoroalkyl, optionally substituted aUyl or aiyl methyl 
alkenyl, alkynyl, aryl or heteroaryl, and where R^ 1 and r12 each independently are 
hydrogen, a d - C6 alkyl, optionally substituted allyl, arylmethyl, aiyl or heteroaryl. 

55. A method for producing a 6-subsiituted-l,2-dihydro N-1 protected quinoline 
according to claim 54, further comprising, dcprotecting the 6.substituted-l,2.dihydro N-1 
protected quinoline to yield the corresponding 6-substituted-l ,2-dihydroquinoline. 

56 A m^od for producing a 6-subslituted-l,2.dihydro N-l protected quinoline 
comprising: 

(a) in a one-pot reaction, exchanging a 6-halo-l,2-dihydro N-l protected 
quinoline of the formula: 




in the presence of a reactive metal, foUowed by addition of an organotin species to yield the 
corresponding 6-stannyl-l,2-dihydro N-l protected quinoline; 

(b) coupling the 6-stannyl-l,2-dihydro N-l protected quinoline with a coupHng 
partner of the formula r\ in the presence of a palladium catalyst and base to yield a 6- 
substituted.l,2-dihydro N-l protected quinoline of the formula: 
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wherein is hydrogen, a Ci - C4 alkyl> aiyl or heteroaryl; and R^ each independently 
are a Ci - C4 alkyl, aryl or heteroaryl; r"* through R^ each independently are hydrogen, a C] 
- C6 alkyl, optionally substituted allyl, aiyl methyl, alkenyl, alkynyl, aryl, heteroaryl, R^O, 
HOCH2, R'70CH2, F, ci, Br, I, cyano, R^R^N or perHuoroalkyl, where r7 and r8 each 

5 independently are hydrogen, a Ci - C6 alkyl, optionally substituted allyl, arylmethyl, aryl or 
9 

heteroaryl; R is an aryl or heteroaryl; X is Br, CI or I; Y is CI, Br, I or OSO2CF3; and P is 
hydrogen, a Ci - C6 alkyl, optionally substituted allyl, arylmethyl, aryl or heteroaryl, 
Rl0C=O, R^Oc=S, Rl 10C=0, r1 ^SCK), r1 1oC=S, Rnsc=S or r1 1r12nC=0, where 
R^O is hydrogen, a C] - C6 alkyl or perfluoroalkyl, optionally substituted allyl or aryl methyl 
10 alkenyl, alkynyl, aryl or heteroaryl, and where R^ 1 and R^2 each independently are 
hydrogen, a Ci - C6 alkyl, optionally substituted allyl, aryhnethyl, aryl or heteroaryl. 

57. A method for producing a 6.substituted-l,2-dihydro N-l protected quinoHne 
according to claim 56, further comprising, deprotecting the 6>substituted-l,2-dihydro N-1 

15 protected quinoline to yield the correspondmg 6-substituted-l,2-dihydroquinoline. 

58. A method for producing a 6-substituted-l,2-dihydro N-1 protected quinoline 
according to claim 56, wherein the reactive metal is selected from the group consisting of 
magnesium, zinc, and cornbtnations thereof 

20 

59. A method for producing a 6-substituted-l,2-dihydro N-1 protected quinoUne 
comprising: 

(a) coupling the 6-halo^l ,2-dihydro N-l protected quinoline with a coupling 
25 partner of the formula R Y in the presence of a palladium catalyst and base to yield a 6- 
5ubstttuted-l,2-dihydro N-1 protected quinoline of the formula: 
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wherein R is hydrogen, a Ci - C4 alkyl, aryl or heteroaryl; R and R each ind^ndently 
are a Ci - C4 alkyi, aiyl or heteroaryl; R^ through R^ each independently are hydrogen, a Ci 
5 - C6 alkyl, optionally substituted allyl, aryl methyl, alkenyl, alkynyl, aryl, heteroaryl, R^O, 
HCX:H2, R7oCH2, F, ci, Br, I, cyano. R^rSn or perfhioroalkyl, where R^ and r8 each 
independently are hydrogen, a Ci - C6 alkyl, optionally substituted allyl, arylmethyl. aryl or 
heteroaryl; R^ is an aryl or heteroaryl; X is Br, CI. I or OSO2CF3; Y is B(OR^^)2 or 
SnR^ ^R^^'"', where R*^ is hydrogen or a Ci - C4 alkyl, and where R^ * through R^^ each 

10 independently are a Ci - C4 alkyl; and P is hydrogen, a C] - C6 alkyl, optionally substituted 
allyl, aryhncthyl, aryl or hcteroaiyl, rI^c^O, R1'^C=S, R^^qc^O, R^^sc^O. R^^qc^S, 
R15sC=S or RJ5r16nc=0, where R^^ hydrogen, a C] - C6 alkyl or perfluoroalkyl, 
optionally substituted allyl or aryl, methyl, alkenyl, alkynyl, aryl or heteroaryl, and where r15 
and R 1 6 each independently are hydrog^ a C 1 - C6 alkyl, optionally nibstituted allyl, 

1 5 arylmethyl, aryl or heteroaryl. 

60. A method for producing a 6-substituted- 1 ,2-dihydro N- 1 protected quinoline 
according to claim 59, fiirther comprising, deprotecting the 6-substituted- 1,2-dihydro N-1 
protected quinoline to yield the corresponding 6-substituted- 1,2-dihydroquinoline. 



61 . A method for producing a nitrobenzocoumarin comprising: 
(a) coupling a 2-halo-S-nitrobenzoic acid derivative with a 2-methoxyphenyl 
boronic acid of the formula: 
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R'"SrB(OH)2 

in the presence of a paUadium catalyst and base to yield a biaiyl caiboxylate of the formula: 




5 and 

(b) in a one-pot reaction, sequentially cyclizing the biaryl carboxylate to the 
corresponding nitrobenzocounuuin by deprotecting the biaryl carboxylate to afford the biaryl 
carboxytic acid, converting the biaryl carboxylic acid to the corresponding biaryl acid 
chloride, followed by cyclizing the biaryl add chloride in the presence of a Lewis acid to 
1 0 3aeld a nitrobenzocoumarin of the formula: 




wherein R through R each independently are hydrogen, F, CI, Br, CN, CF3, a Ci - C4 

15 alkyl, or OR^, where R^ is hydrogen or a d - C4 alkyl; and X is OR* or NR*R^, where R* 
9 

and R each independently are hydrogen, a Ci - C4 alkyl or optionally substituted allyl, aryl 
methyl, aryl or heteroaryl. 
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62. A method according to claim 61, fiuther comprising, reducing the 
nitrobenzocoumarin to the corresponding aminobenzocoumarin. 

63. A method according to claim 62, further comprising, adding an optionally 
5 substituted ally! of the formula: 



to the aminobens^ocoumarin to yield a coumarino[3,4:/]quinoline of the formula: 




10 

wherdn R through R have the same definitions as given in claim 67, and wherein R is 
hydrogen, a Ci - C4 alkyi, aryl or heteroaryl, and R^' and R*^ each independently are a C] 
C4 alkyl, aryl or heteroaryl. 

15 

64. A method according to claim 63, further comprising, sequentially adding an 
organometallic to the coumarino[3,4^quinoline, followed by reduction to a SH- 
chromeno[3,4^quinoline of the formula: 
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wherein R through R have the same derations as given in daim 69. and wherein r" is 
hydr<«en, a C, - C,2 alkyl, OH, Or" or SR*'*, where r'^ is a C, - C,o alkyl. CF3. a five- 
membered heteroaiyl optionally substituted with F. CI. Br. CH3 or CF3. a six-membered 
heteroaiyl optionally substituted with F. CI. Br or CH3. or an aryl optionally substituted with 
hydrogen, F, CI. Br. Or" orNR2". whereR^ is hydrogen or a Cj - C4 alkyl. 

65. A method for produdng a S//H:hromenao[3.4:/}quinoline comprising 
sequentially adding an organometallic to a counuiiino[3,4>/)quinoline, followed by 
dehydration to yield a S/r-chromenao(3,4:/]quin(riine of the formuki: 




vt^ein R* through R*" each independently are hydrogen, F. CI, Br. CN, CF3. a Cj - C4 alkyl 
or OR^. where r' is hydrogen or a Ci - C4 alkyl; X is OR* or NrV. where R* and R^ 
each independently are hydrogen, a Ci - C4 alkyl or optionaUy substituted aHyl. aryl methyl, 
aiyl or heteroaiyl; r'<> is hydrogen, a Ci - C4 alkyl. aryl or heteroaiyl; R* ' and R*^ each 
independently are a C| - C4 alkyl, aiyl or heteroaiyl; R*^ is hydrogen, a C, - C12 alkyl. 



W0 9M94S8 PCrAJS95/l«m 

392 



14 14 14 

OH, OR or SR , where R is a Ci - Cio alkyl. CF3, a five-membered heteroaryl 

optionally substituted with F, CI, Br, CH3 or CF3, a sbc-membered heteroaryl optionally 

substituted with F, CI Br or CH3, or an aryl optionally substituted with hydrogen, F, CI, Br, 

OR^^ or NR2'^, where R^^ is hydrogen or a C| - C4 alkyl; and the wavy line in the structure 

5 at R^^ represents an olefin bond in either the as or trans configuration. 



66. A method of producing a linear tricyclic 1,2-dihydroquinoline comprising: 
(a) acylating a 3-nitroaryl of the formula: 



r2 




10 



with an acylating agent of the formula: 



O 



15 to yield the corresponding 5-protected S-nitroaryl; 

(b) reducing the 5-proteaed 3-nitroaryl to the corresponding 5-protected 3- 
aminoaryl; 

(c) adding an optionally substituted allyl of the formula: 



20 
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to yield a 5-protected 1,2-dihydroqiunoline of the fonnula: 




(d) cyclizing the 5-protected 1,2-dihydroquinoline by first deprotecting the Z 
group and then cyclizing in the presence of a P-keto ester of the fonnula: 




and Lewis add to yield a linear tricyclic 1,2-dihydroquinoline selected from the group 
consisting of: 




wherdn R and R each independently are hydrogen, a Ci - C4 alkyl, a hydroxy methyU F» 
CI, Br, I or CN; R^ is hydrogen, a Ci - C4 alkyl, aryl or heteroaryl; r"* and R^ each 
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independently are a Ci - C4 alkyl, aryl or heteroaryl; R is hydrogen, a Cj - C4 alkyl, CF3, a 
five-membered heteroaryl optionally substituted with F, CI, Br, CH3 or CF3, a six-membered 

heteroaryl optionally substituted with F, CI, Br or CH3, or an aryl optionally substituted with 

7 7 8 7 8 

hydrogen, F, CI, Br, OR or NR R , t^ere R and R each independently are hydrogen or a 

5 Ci - C4 alkyl; R^ is hydrogen, a Ci - C4 alkyl. CF3. perhaloalkyl, CF20R*°, CH20R^^, or 
OK^^, where R*^ is a Ci - C4 alkyl; R^ ^ and R^^ each independently represent hydrogen or 
aCi .C4 alkyl; Z is O, Nor S;XisF, CI, Br, I. CN or OR^ where R^ has the same 
meaning as above; and P is hydrogen, a C] -.C6 alkyl, optionally substituted allyl, aiylmethyl, 
aryl, or heteroaryl, r13c=0. r13c=S, rI^qc^O, r14sc=0, r14oc=S. RI^sc-S or 
10 rJ4r15>jC«0, where R*^ is hydrogen, a C] - C6 alkyl or perfluoroalkyl, optionaMy 

substituted allyl or ai^d methyl alkenyl. alkynyl, aryl or heteroaryl, and where R^^ and R^^ 
each independently are hydrogen, a C 1 - C6 alkyl, optionally substituted allyl, arylmethyl, 
aiyl or heteroaryl 

* ^ 67. A method of producing a linear tricyclic 1 ,2-dihydroquinoline comprising: 

(a) acylatine a 3-aminoaryl of the formula: 



R2 




20 with an acylating agent of the fonnula: 



O 




in the presence of base to yidd the conesponding S-protected 3-aniinoaryl; 
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(b) adding an optionally substituted ally! of the formula: 




5 to yield a 5-protected 1 ,2-dihydroquinoUne of the formula: 




and 

10 

(c) cydizing the 5-protected 1 ,2-dihydroquinoline by first deprotecting the 2 
group and then cyclizing in the presence of a P-keto ester of the formula: 




and Lewis acid to yield a hnear tricyclic 1.2-dihydroquinoline selected from the group 
consisting of 
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r3 



R^OHR^ R^ 




R® R^ R^ 




and 



O R^ r3 




r2 hR' 



wherein r' and each independently are hydrogen, a Ci - C4 alkyl. a hydroxy methyl. F. 
CI, Br. I or CN; R^ is hydrogen, a Ci - C4 alkyl. aiyl or hetwoaryl; R^ and r' each 
5 independently are a Ci - C4 alkyl, aiyi or heteroaiyl; R^ is hydrogen, a Ci - C4 alkyl. CF3, a 
five-membered heteroaiyl optionally substituted with F, CI. Br. CH3 or CF3. a six-membered 
heteroaryl optionally substituted with F. CI, Br or CH3. or an aryl optionaDy substituted with 
hydrogen, F. CI, Br, OR^ or MR V. where r' and R* each independently are hydr(«en or a 
Ci - C4 alkyl; R^ is hydrogen, a Ci - C4 alkyl. CF3. perhaloalkyl. CF20r'^ CH20r'°, or 

10 0R*°, where R*® is a C, - C4 alkyl; r" and r" each independently represent hydrogen or 
a Ci - C4 alkyl; Z is O. N or S; X is F, CI, Br, 1. CN or OR^ where R* has the same 
meaning as above; and P is hydrogen, a Ci - C6 alkyl, optionally substituted allyl, arylmetbyl, 
aiyl, or heteroaiyl, r13c=0, RJ3c-S. R14oc=0, RI^scK), r14oc=S. r14sc=S or 
R14r15nc-0. where R" is hydrogen, a Ci - Ce alkyl or perfluoroalkyl. optionaUy 

15 substituted allyl or aiyl methyl alkenyl. alkynyl. aiyl or heteroaiyl, and where R>4 and r15 
each independently are hydrogen, a Ci - Ce alkyl. optionally substituted allyl, aiybnethyl, 
aryl or heteroaiyl. 
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68. A method for determining the presence of one or more steroid rec^tors in a 
sample comprising combining a compound according to claim 1 with the sample containing 
one or more unknown steroid receptors and determining whether said confound binds to a 
receptor in the sample. 

5 

69. A ligand*steroid receptor complex formed by the binding of a compound 
according to claim 1 to a steroid receptor 

70. A method of purifying steroid receptors comprising combining a compound 
10 according to claim 1 with a sample containing steroid receptors, allowing said compound to 

bind said steroid receptors, and sq)arating out the bound combination of said compound and 
said steroid recq)tors. 
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